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Tuyén bd mién trix trach nhiém

COVID 13 mét linh virc méi va dang thay ddi nhanh chéng. Céc tic gia va bién tip vién ctia Co-
vidReference.com d nd luc hét sirc @& cung cip nhirng théng tin chinh x4c va diy da ké tir 1An
xudt ban dau tién. Tuy nhién, trong boi canh nhirng kién thirc vé dai dich ciing nhu nhirng chinh
s4ch va bién phap dw phong luén thay dbi mét cich nhanh chéng, vi vdy, sai s6t khé 6 thé tranh
khoi, cuon sach nay cé the cé mot s6 16i nhu 16 ky thuit, 16i ddnh mdy hodc cac 16i khéc. boc gia
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nha san xudt ctia tirng loai thubc dé kiém tra lidu khuyén cdo, phuwong phap, thdi gian sir dung,
chi dinh va chong chi dinh. C4c béc s (va sinh vién y ndm cudi!) 1a nhitng ngudi diéu tri dya vao
kinh nghiém vA tinh trang ctia bénh nhan c6 tréch nhiém lya chon phuong phép didu tri va lidqu
ding tét nhit cho ho. C4c théng tin trong tai lidu nay du’dc cung cap ma khong cé sy bao dam
dwéi bét ky hinh thtrc ndo. Nhirng ngudi déng gép, bao gdm Steinhiuser Verlag, tir chéi trach
nhiém déi véi bt ky sai 1dm hodc thidu sét ctia cac két qua tir viée sit dung théng tin trong tai
liéu nay.

Quan trong: Cubn séch hién tai dwgc thiét ké cho muc dich gido duc v khéng tham gia vio viéc
dwa ra 15i khuyén y té, ti vén tién sir hodc cac dich vu chim séc y té. N6 khong thay thé cho viéc
chiim séc sitc khée. Néu khéng phai nhan vién y té, ban phai tham khao thém y kién ciia bac si.
Néu c6 nghi ngd nao v& v& strc khoe, hay lién hé véi bac si.
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Ldi néi dau

S4u tuln sau lan tdi ban thir ba, thé gi6i lai thay dbi mot 1An niva. Pai dich
dang hoanh hanh & Nam My, dic biét 1a & Brazil, Ecuador va Peru. SARS-CoV-
2 d3 dwoc kiém soat & Trung Qudc, nhung & Iran thi khéng. § chau Au, noi da
s6 cac qubc gia déu da trai qua lan séng thi nhit va dang mé& cira bién gisi
tr& lai nhim ctru van mét mia du lich bi tdn hai, dang tu héi liéu cudc chién
sinh hoc ndy sé tdn tai trong bao l4u.

Khoa hoc ciing d4 c6 nhirng budc tién. Ching ta da thiy mét bic tranh toan
canh COVID-19 phtc tap hon ciing nhu cac héi chirng 1am sang méi; dir liéu
dAu tién tir c4c thir nghiém vaccine; cic nghién cttu thu6c ngiu nhién c6 d6i
chitng; céc cong bd vé khéng thé trung hoa don dong va bing chiing huyét
thanh hoc vé s6 ngudi cé phoi nhiém v6i SARS-CoV-2. That khéng may,
chiing ta ciing d4 chirng kién nhirng vu bé bdi khoa hoc dau tién véi dit liéu
dwoc 1am gia nhitng vin dugc cong bé trén cac tap chi uy tin. Ching ta sé
phai d6i mit véi nhirng théch thirc méi nhw anh hudng lau dai cia COVID-19
va hdi chirng viém da hé gidng Kawasaki & tré em.

Trong mot thdi gian dai, dw phong sé tiép tuc 12 bién phap chinh nhim kiém
soat dai dich. Vi mbi dot dich SARS-CoV-2 trong twong lai, chiing t6i sé tap
trung vao cdc yéu t6 ma virus dwoc lan truyén tét nhit: nhirng noi déng dic,
kin (va dn 20). Mic dit céc bénh vién khéng c6 si dn 30, nhung lai dong dic
va thudng déng kin, vi viy cudc chién chéng lai dai dich s& dwgc quyét dinh &
chinh trung tdm ctia hé théng chim séc sitc khoe. Trong nhirng thang tdi va
c6 thé 13 nhidu nim nira, mét trong nhitng wu tién hang du ctia ching ta 1a
cung cAp cho tit ca nhén vién y té va bénh nhan nhirng thiét bi bao hd c4
nhin phu hgp.

Bernd Sebastian Kamps & Christian Hoffmann

Ngay 7 thang 6 nam 2020
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\ \
L&i néi dau ctia phién ban dau tién
Mudi bay nim trudc, vio ldc bing phat dich SARS, ching t6i da quyét dinh
viét mdt vin ban y khoa ngn tém tit vé nhirng gi dang dién ra, trinh bay dir
liéu khoa hoc va cung cip théng tin cip nhat theo thdi gian thuc. Sau khi
xut ban ba phién ban trong 6 thang, mét tap chi khoa hoc di két luan ring
Tai liéu tham khao SARS cua chiing t6i (www.SARSReference.com) “khéng dac
biét”, nhung di “cung cAp rt nhiéu théng tin”. Khi chiing t6i biét vé dai dich
do ching vi rit corona mdi vao giira thang 1 ndm 2020, ching téi ngay lap
tirc cam th4y ring da dén lac Lp lai céng viéc quy bau cta ching toi.
Trong khi SARS-CoV-2 dudng nhu da dugc kiém soat & Trung Quéc, thi dich
bénh dang di chuyén nhanh vé phuong tay. Chi vai tudn trudc cdc viéc ndy
dudng nhu khong thé xay ra - 4p dit va thuc thi cic bién phap kiém dich
nghlem ngit va céch ly hang triéu ngudi - hién dang 13 mét thuc té & nhleu
qudc gia. Moi ngudi trén khip thé gidi sé phal thich nghi v tao ra 18i séng
phit hop trude mét su kién phirc tap nhit ké tir Chién tranh thé giéi thiy I1.
Chting ti tin ring tinh hinh hién tai cAn mot loai sdch m&i. Nhan loai dang
d6i mit véi mét cin bénh chura duge hiéu rd rang nhung lai de doa nghiém
trong va gy tir vong cho con ngudi. Hé théng chim séc strc khoe bi qué tai.
Chwra c6 phwong phép diéu tri dic hidu nio dugce chitng minh cé hidu qua,
vaccine s& khong c6 sin trong thgi gian sip téi. Tinh trang nhu vy di khéng
ton tai ké tir dai dich cim nim 1918.
Chiing t6i tin ring viéc hidu biét dich bénh rit quan trong trong khi nhirng
théng tin dang dwgc cung cAp qua nhiéu, véi hang chuc bii bdo khoa hoc
dwoc xudt ban mdi ngdy, tin tirc vé hang trim nghién citu dang duogc 1én ké
hoach ho3c dang dwgc thye hién ciing nhu cic phwong tién truyén théng thi
14n 16n giita céc thong tin chinh x4c véi 1&i ddn hoic tin gia. Cong viéc té nhat
- sang loc céc tai liéu va dir liéu khoa hoc - phai dugc thuc hién thudong xuyén
va lién tuc, gidng nhu mot chiéc ddng hd Thuy Si.
Trong nhirng thing t6i, COVID Reference s& trinh biy céc c4p nhat hang tuin
va twdng thuat cdc dir liéu khoa hoc mét cach mach lac nhit ¢6 thé.
That d& dang dé ghi nhé Tap chi Khoa hoc.

Bernd Sebastian Kamps & Christian Hoffmann
Ngay 29 thang 3 ndm 2020
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0. Top 10

Vui long d4nh d4u trang http://www.covidreference.com/Top10 va truy cip
ltic 19:00 CEST hiing ngdy dé xem 10 bai bao hiang diu vé COVID-19. Mdi
trich din di kém véi mét binh ludn ngin gon va lién két dn dén toan vin.
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1. Dich té hoc

Bernd Sebastian Kamps

Stefano Lazzari

Vio thdng 12 ndm 2019, mot s6 bénh nhan tai tinh Vii Han, Trung Quéc, d3 bi
viém phoi va suy hé hap goi nhé dén dai dich SARS nam 2003 (WMHC 2019,
www.SARSReference.com). Pau thang 1 ndm 2020, mdt loai virus méi da duwgc
phat hién tir cdc mau dich phé quan, virus corona nhém beta (Zhou 2020). Tir
d6 dén ngay 7 thang 6, ching virus nay - sau dé dugc dit tén la SARS-CoV-2,
d3 lay lan khip toan cau. Hang triéu ngudi da duwgc chan dodn nhiém virus va
hang trim ngan ngudi d chét vi COVID-19, ciin bénh giy ra bdi SARS-CoV-2.
SARS-CoV-2 nay c6 kha ndng giy ra mot trin dai dich kéo dai cung ti 1 tir
vong cao.

Trong churong ndy, chiing ta sé théo luan vé:

« C4c diém néng lay nhiém SARS-CoV-2

- Dién bién tu nhién ciia dich COVID-19 va viéc giam thiéu hau quéa ctia né
théng qua céc bién phéap phong téa

+ Hiéu qua ctia cic bién phap phong téa

« Dic didm dich & mét sb noi

« “H6 chiéu COVID”

« Lan séng dich bénh thd hai

Su lay truyén ctia virus dwoc thao ludn tai mot chuwong riéng (trang 71) nhin
manh SARS-CoV-2 dé dang liy nhiém bédi cic trudng hgp nhiém cé triéu
chitng va nhiém khéng cé triéu chirng; virus phat trién manh trong méi
trwedong khép kin va déng dan cu; ldy truyén manh mé qua céc “sy kién siéu
1ay nhiém”. C6 bing ching cho thdy & Trung Quéc tir giita thdng 12 nim 2019
(Li Q 2020), sy 14y truyén SARS-CoV-2 tir ngudi sang ngudi di xay ra gilta
nhirng ngudi tiép xtic gan giii. § Y va Phap, SARS-CoV-2 di lwu hanh tir thang
1 ndm 2020 trong nhitng ngudi nhiém khéng cé triéu chirng hodc cé rat it
triéu chitng (Cereda 2020, Gdmbaro 2020). Tai vung Greater Paris, sau khi
kiém tra lai mau bénh pham cta 24 bénh nhin dugc dieu tri vao thing 12 va
thang 1 thi mét mau dugc lay vao ngay 27 thing 12 da dugc phat hién lai
duong tinh véi COVID (France 24, ngay 5 thiang 5 ndm 2020). Cac mau bénh
pham ban dau d3 dugc thu thip dé phat hién bénh cum qua cac xét nghiém
PCR.
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Thoi gian G bénh trung binh ctia SARS-CoV-2 1a khoang 5 ngay (Li 2020, Lauer
2020, Nie X 2020). Khoang thdi gian lién tiép - duwgc dinh nghia 13 khoang thoi
gian tir liic bénh nhan ban dau khéi phat triéu chirng dén lic bénh nhén thir
phat ¢6 triéu chirng khéi phat - dugc wdc tinh 13 tir 5 dén 7,5 ngly (Cereda
2020). SARS-CoV-2 rat d& lay lan, véi wdc tinh hé s6 lay nhiém co ban RO
khoang 2,5-3,0 (Chan 2020, Tang B 2020, Zhao 2020). [RO 14 sb ca ly nhiém
trung binh ma mot trudng hgp cé thé 1ay sang trong sudt thdi ky lay nhiém
trong dan sé chuwra c6 mién dich.]

Céac diém néng lay nhiém

Xf'lc sut lay nhiém SARS-CoV-2 13 mét ham ctia thdi gian va mirc d6 tiép xiic
gan giita ,tru’c‘)’ng hop bi méf va céc trudng hop chua cé mién dich. Cac yéu té
sau la chat xuc tac cho cac 6 dich bung phit:

« Nha (+ di sbng x4 hdi gin két v6i ban beé va ddng nghiép)

* Noi lam viéc

+ Bénh vién

+ Co 56 chdm s6c

« Tau, du thuyén

« Mdy bay va cac tau quan sy khac

* Cac cudc tu hop d6ng ngudi va céc cude tu hop toén gido

* Trwdng hoc

+ Nha tu

* Noi tam trd cho ngudi vo gia cu

« Nha may déng géi thit cong nghiép

+ Dan hgp xuwdng

Tai nha

Ty 1¢ 14y nhiém tai nha trai rong (tir 11% dén 19%) trong ba nghién ctru (Bi Q
2020, Jing QL 2020, Li W 2020). Mt nhém nghién cttu luu y ring nhitng ngusi
tiép xtic trong gia dinh va nhirng ngudi di di chuyén cling chuyén véi ngudi
mic COVID-19 c6 nguy cd lay nhiém cao gip 6 dén 7 14n so v&i nhirng ngudi
tiép xtdc gin khac va tré em ciing d& bi mic bénh nhu ngwdi 16n (Bi Q 2020).
Mot nhém nghién ciru khac phat hién ra ring ty 1& lay nhiém & tré em va
thanh thiéu nién (<20 tudi) chi bing 0,26 14n so véi ngudi gia (260 tudi) (Jing
QL 2020). Nhém nghién civu thir ba tinh todn ra ty suét tin céng thir phat &
tré em 13 4% so v6i mirc 17,1% & ngudi 16n, va ty suét tAn cong thir phat & vo
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hoiic chdng ctia céc ca bénh khéi phat 13 27,8% so v&i 17,3% & cac thanh vién
trudng thanh khéc trong cic hd gia dinh (Li W 2020). Ho khéng ddng y khi
cho réng téc d6 lay truyén ndy cé thé bi danh gia thip néu cic ca bénh khéi
phét dugc cich ly ngoai nha (Sun 2020). Trong mdt nghién ciru khéc, c6 32,4%
ngudi tiép xiic séng cling nha ctia 35 ca bénh khéi phét (48 trong tong s6 148)
d3 bi mic bénh (Wu J 2020); tuy nhién, ty 1& phin trdm ndy dwa trén gia thiét
tAt ca c4c ca bénh thit cAp déu di bi mic bdi ca bénh dAu tién. Trong céc hd
gia dinh, ty 18 1ay nhidm c6 thé dat téi 75% hay cao hon (Bshmer 2020).

Noi lam viéc

Tir dau thang 1 ndm 2020, d3 c6 bing chitng cho thiy SARS-CoV-2 liy truyén
trong cdc cudc hdi thao va cic cudc hop clia cong ty (Bshmer 2020). Tiép d6,
médt & dich SARS-CoV-2 di dugc béo céo tai mét tdng dai chim séc khach
hang, v&i 94 trong tdng 216 nhan vién lam viéc cling tAng bi mic bénh, nghia
1 ty sult tn cong 13 43,5% (Park SY 2020). Gin d4y, mét 8 dich 1én dén hang
ngudi cling d3 dwgc bdo cdo tai cdc nha mdy déng géi thit & Dirc (DER
SPIEGEL), Hoa Ky (The Guardian) va Phép (Le Monde).

Pang lru ¥ 13 trudng hop & mét cude hop hoi ddng cé vin khoa hoc dwoc tb
chirc tai Munich, birc, vao cubdi thang Hai. Tadm béc si da lidu va 6 nha khoa
hoc (trong d6 c6 bénh nhan diu tién bi mic) da gip nhau trong mot phong
héi thao rong khoang 70 m2 v6i mét bd ban chit U cich nhau mét 16i di & giira
rong >1 mét. Trong sudt cudc hop kéo dai 9,5 gidy, dd giai khat da dugc phuc
vu trong phong 4 1an. Vio budi ti, nhitng ngudi ndy da cling 3n tdi tai mét
nha hang gin d6 va bt tay d& tir biét, véi mot vai cai dm nhe (khong c6 hén!).
Cudi cling, bénh nhan dau tién bi mic d4 cling ngdi trén mét chiéc taxi vdi ba
dong nghiép trong khoang 45 phiit. Két qua: bénh nhén diu tién bi mic da lay
lan cho it nhét 11 trong s& 13 ngudi tham gia. Khi bi c4ch ly trong bénh vién
hodc tai nha, nhitng ngudi nay da 14y thém cho 14 ngwdi khéc (Hijnen 2020).
Khi xuét hién mdt c4 nhan bj mic bénh, noi 1am viéc c6 thé khuéch dai
nghiém trong sy lay nhiém & c4c b dich bung phat tai dia phwong.

Bénh vién va cac trung tam cham séc sirc khée khac

Su lay truyén trong bénh vién va cic trung tAm chim séc sitc khoe khac (bao
gdm ca phong kham bAc si) d3 thuc sy déng mot vai trd déng chi y vé ngudn
gbc va su lay lan cia dich bénh tai dia phuong, dic biét 13 & giai doan dau khi
bénh chwra dwgc chd y. Piu niy goi dén dot bung phat dich MERS 16n nhit &
bén ngoai ban dao A Rap, xay ra tai Han Qudc nim 2015. Trong s 186 trudng
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hop, c6 184 trurdng hop nhiém tai bénh vién (Trung tAm kiém so4t va phong
ngira dich bénh Han Quéc 2015).

Bénh vién 13 méi trudng thuin lgi d& phét tin virus SARS-CoV-2 (Wison
2020). Trong mdt sb trudng hop, cic bénh vién thim chi cé thé 1a & dich
chinh, vi sy 1y nhiém nhanh chéng tir bénh nhin nhiém, tao diéu kién
truyén bénh cho nhan vién y t& va bénh nhén khéng bi méc bénh (Nacoti
2020). 6 tudn dau tién ctia dich bénh & Trung Qudc ghi nhan 1.716 trudng hop
mic bénh dugc x4c nhan bing xét nghiém axit nucleic 13 cic nhan vién y té
va c6 it nhét 5 ngudi chét (0,3%) (Wu 2020).

Mdt nghién ctru tir bénh vién bao cdo rang virus cé mit rong rai trong khong
khi va trén b& mit vét thé & cic khoa hdi stc tich cuc (ICU) va cac khoa
phong khéc, ggi y nguy co lay nhidm cao cho nhan vién y té. Sy liy nhiém I3
16n hon tai ICUs. Virus dwgc tim thdy trén sin nha, chudt may tinh, thiing
réc, tay vin va trong khong khi cidch bénh nhin khoang 4 m (Guo 2020). Virus
nay ciing dwoc phan l4p tir cdc mAu ldy tir bdn cAu va bon rira, goi y ring su
phét tan virus trong phan cé thé 1 con dudng lay truyén tiém 4n (Young
2020, Tang 2020). Tuy nhién, hiu hét cic nghién ctru niy chi d4nh gi4 RNA
virus. Chiing ta vin con phai xem xét thém liéu RNA virus c6 phai la dang
virus truyén nhiém hay khéng.

Mic du virus 13y lan trong bénh vién d3 dwgc ghi nhin rd rang, cac bién phap
kiém so4t 1ay nhiém trong bénh vién thich hop vin c6 thé ngin ngira sy lan
truyén SARS-CoV-2 tai dé (Chen 2020) Piéu niy di dugc chirng minh qua
truong hdp mot ngudi & d6 tudi 60 dén Vil Han vio ngay 25 thang 12 nam
2019, tré vé Illinois vao ngay 13 thang 1 ndm 2020 va truyen SARS-CoV-2 cho
chdng. Mic di ca hai déu nhap vién cling mét co s& va tiép xtc hang trim
nhan vién y té (n = 348) nhwng khong ai tai d6 bi mic bénh (Ghinai 2020).

Tuy nhién, khi lam viéc trong mét khoa c6 nguy co cao, thoi gian lam viéc kéo
dai va vé sinh tay khéng hiéu qua sau khi tiép xic v6i bénh nhan déu c6 lién
quan dén viéc ting nguy co nhiém & nhan vién y té (Ran 2020). Tai mot thdi
diém, trong giai doan dAu dich vao thang 3 nim 2020, khoang mot nira s6 200
trudng hop & Sardinia 13 nhan vién bénh vién va nhan vién y té. Vo ngly 14
théng 4, trung tAm kiém so4t va phong ngira dich bénh Hoa Ky cho biét 9,282
nhan vién y té bi mic SARS-COV-2 tai Hoa Ky.

Céc yéu t6 nguy co gdy nhidm SARS-CoV-2 & nhian vién y té gin diy da dugc
tém lwgc tai mot bai tdng quan. C6 bing chirng cho thiy viéc sir dung day du
thiét bi bao ho lao dong dwoc khuyén nghi c6 thé 1am giam nguy co nhiém
tring, goi y mot mdi twong quan lidu-dép ng. Mi twong quan rd rét nhit
v&i khau trang, nhung van dugc tim thiy ddi véi giing tay, 40 choang, thiét bi
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bao vé mit va vé sinh tay. Mot s6 bing chitng cho thiy khiu trang N95 ¢6 thé
1am giam thiéu nguy co nhiém tring tét hon khiu trang phiu thujt. Bing
chitng ciing chi ra méi lién hé giita mot s6 phoi nhidm nhét dinh (nhw dit ndi
khi quan, tiép xtic truc tiép véi bénh nhin mic bénh hoic tiép xiic véi dich
tiét ctia co thé) (Chou 2020).

Dich SARS-CoV-2 c¢6 thé biing phat & moi noi, khong chi & khoa khdm bénh,
khoa bénh truyén nhiém va khoa hdi sirc tich cuc. Tai mét don vi loc mau nhi
khoa & Miinster (Dirc), mot nhén vién y té da lay nhiém cho 7 ddng nghiép, ba
bénh nhén tré va mot ngudi di ciing (Schwierzeck 2020). Mot nghién citu cia
Trung Qudc trén 9.684 nhén vién y t& (HCW) tai Bénh vién Tongji di x4c nhin
ty 1& nhidm tring cao hon gip & nhén vién y té khong phai tuyén dau
(93/6.574, 1,4%) so véi nhitng ngudi 1am tai cidc phong khdm hay khoa khdm
sang loc (17/3110, 0,5%) (Lai X 2020). Nhitng ngudi lam viéce trong cac khoa
1am sang khéng phai cic phong kham sang loc c¢6 thé di bé qua viéc 4p dung
céac bién phép bao hé phu hop.

Trong mdt béo cdo ghi chép diy du vé viéc lay nhiém tai bénh vién duwgc cong
b6 gin day, mét ngudi dan 6ng da tim kiém sy gidp d& vi cac tridu ching hen
quan dén virus corona vio ngly 9 thang 3, anh ta chi & vai gi& tai khoa cip
cu cia mét bénh vién & Durban, Nam Phi. Anh ta dwgc giir riéng trong mot
khu vire sang loc, nhung dé dén khu vire d6 phai di qua phong hoi stic chinh,
noi mot bénh nhan d6t quy nam. Ca hai bénh nhan dwgc khiam béi cing mot
béc si. Sau khi bi mic bénh, bénh nhan d6t quy niy di giy ra mét chudi lay
truyén cho 39 bénh nhan va 80 nhan vién & 16 khoa khac nhau va sau d6 15
bénh nhan tir vong. Nghién ciru cho thiy bénh nhan chi 1y nhidm tryc tiép
cho vai bénh nhén khéc. Thay vao d6, phan con lai 13 do cic nhén vién y té
truyén bénh tir bénh nhan niy sang bénh nhan khéc va tir khoa ndy sang
khoa khéc, d6i khi chinh nhén vién nay lai khong mac bénh (Nordling 2020).
Viéc thuc thi nghiém ngit cic bién phap kiém soat ldy nhiém va sang loc
nhin vién bénh vién sé 13 céc bién phdp quan trong dbi phé véi cic dot
COVID-19 trong twong lai.

Co s& chiam séc y té dai han

Céc co s& chim séc y té dai han 13 cdc co s& cé nguy co cao ddi véi cic bénh
truyén nhiém dwdng hé hip. Tai mét vién dudng lao lanh nghé & King
Country, Washington, Hoa Ky, d4 c6 167 trudng hgp mic COVID-19 dwgc chin
doén trong vong chua day ba tuln k& tir khi x4c dinh trudng hop dau tién:
101 bénh nhén, 50 nhan vién y té va 16 khach (McMichael 2020) (Bang 1).
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Trong cic bénh nhan (tudi trung binh: 83 tudi), ty 18 tir vong ca bénh trong 1a
33,7%. C4c bénh man tinh bao gdm ting huyét 4p, bénh tim, bénh than, d4i
théo dudng, béo phi va bénh phdi. Nghién ctru chirng minh ring mét khi dich
lay lan trong mét co s& chim séc y té dai han, thudng tir nhén vién chim séc
hodc ngudi dén thim, SARS-CoV-2 ¢6 kha ning lay lan nhanh chéng va rong
rdi, dé lai nhirng hiu qua tan khéc.

Mbt cude khao sat qudc gia & 96% s6 co s& chim séc y té dai han & Y da phat
hién ra ring & Bologna (tdm chin ctia dich bénh) c6 53,4% trong sb 3.045 bénh
nhan d3 chét trong khoang thdi gian tir ngdy 1 théng 2 dén ngay 14 thang 4
¢6 chin doén mic COVID-19 hoic ¢6 triéu chirng gidng cim, ty 1& tir vong &
c4c bénh nhén 13 6,7%. Trong s6 661 bénh nhan nhép vién ciing thdi diém, c6
199 ngudi (30%) duwgc phat hién duong tinh v4i xét nghiém PCR. Theo wdc
tinh ctia WHO, tai cic qudc gia trong khu vire chiu Au, ¢6 t6i mot nira sb
ngudi chét vi COVID-19 12 bénh nhin & céc co s& chim séc y té dai han (thong
c4o béo chi ctia Hans Henri P. Kluge, Gidm dbc khu vurc ctia WHO tai chau Au).
Dit lidu vé ty 1é tir vong virgt mirc cho thiy & mét s6 qudc gia nhidu trudng
hop tir vong tai céc co s& chidm séc y té dai han c6 thé xay ra & nhitng bénh
nhan khéng dugc xét nghiém COVID-19. S6 ndy thudng khéng dwoc dwa vao
théng ké tir vong chinh thirc ctia quéc gia dé.

Bang 1. Sy buing phat COVID tai mét co s& chdm sdc y té dai han

Bénh nhan Nhan vién y té Khach tham
(N =101) (N = 50) (N = 16)

Tudi trung vi (pham 83(51-100) 43.5(21-79) 62.5(52-88)

Vi)

N (%) 68.3 76 31.2

Nhéap vién (%) 54.5 6.0 50.0

T vong (%) 33.7 0 6.2

Bénh man tinh (%)

Tang huyét 4p 67.3 8.0 12.5

Bénh tim 60.4 8.0 18.8

Bénh than 40.6 0 12.5

bai thao dwong 31.7 10.0 6.2

Béo phi 30.7 6.0 18.8

Bénh phdi 31.7 4.0 12.5

SARS-CoV-2 tiép tuc lan rong tai cac vién dudng 130 Hoa Ky noi c6 khoang 1,3
triéu ngudi My cu tri (CDC 200311). Vao gitta thiang 4, hon 1.300 co s& d4 xac
dinh c6 bénh nhan bi mic bénh (Cenziper 2020). Vi hiu hét bénh nhan cé mét
hodc nhiéu bénh min tinh nhu ting huyét 4p, bénh tim, bénh thén, d4i thio
dwdng, béo phi va bénh phdi. Viéc nhiém COVID-19 khién ho cé nguy co tir
vong sém hon.
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Tau du lich

Tau du lich ché nhiéu ngudi trong khéng gian chat hep. Vo ngay 3 thang 2
nam 2020, 10 trwdng hgp COVID-19 d3 dwgc ghi nhin trén tau du lich
Diamond Princess. Trong vong 24 gid, tAt ca c4c hanh khich mic bénh nay da
dugc cach ly va dua ra khéi tau, trong khi nhitng ngudi con lai dwge cach ly
trén tau. Sau d6, hon 700 trong sé 3.700 hanh khach va nhén vién tau cé két
qua xét nghiém duong tinh (khoang 20%). Mét nghién ciru cho thdy ring néu
khong 6 bit ky si can thiép ndo thi s& 6 2.920 ngudi trong s6 3.700 (79%) s&
bi mic bénh (Rocklov 2020). Nghién cu’u cling ch1 ra ring néu sém so tan tat
ca hanh khéch vio ngly 3 thang 2 thi s§ ngudi méc chi 1 76.

DSi véi chc tau du lich khéc, SARS-CoV-2 c6 thé gy ra tham hoa vi ché nhiéu
ngudi tlr noi nay sang noi khac. Pé khong phai la mé hinh kinh doanh kha thi
cho dén khi c6 vic-xin an toan va hiéu qua trén toan ciu.

Tau san bay va cac tau quan su khac

Céc tau hai quan 16n nhu tiu san bay c6 thé vi nhu dia petri ndi cho cic bénh
dwdng hd hip mdi ndi. Ngay tir ndm 1996, mot vu dich ciim A (H3N2) di xay
ra trén mot con tiu hai quén. It nht 42% nhan vién tiu da bi ém trong vai
ngdy, mic di 95% da dugc tiém phong (Earhart 2001). K& tir dAu nim nay,
nhiéu dot biing ph4t COVID-19 trén cic thu quén si da duogc béo cdo, cac tiu
nay 1a diéu kién bung phat dich Iy twéng bdi vi khéng gian 1am viéc nhé hep
v thiéu phong riéng cho thiy thi. Cac vu dich 16n nhit da dwoc béo céo trén
tau sin bay USS Theodore Roosevelt va tau san bay Phap Charles de Gaulle. Trong
vu dich trén thu sin bay USS Theodore Roosevelt vao cudi thang 3, khoang
600 thay thii trong sb 4.800 thily thu da bi mic SARS-CoV-2 (xem thém muc
Dong thdi gian & ngly 30 thang 3); khoang 60% nguwdi nhiém van khéng cé
triéu chirng. Mét thay thi dang 13m nhiém vu d3 chét (USNI News). Trén tau
san bay Charles-de-Gaullectia Phdp, mét vu dich 16n d3a dwgc x4ac nhéin vao
ngdy 17 thing 4. Trong sb 1.760 thily thi, c6 dén 1.046 (59%) dwong tinh véi
SARS-CoV-2, 500 (28%) ngwdi nhiém cé triéu chirng, 24 (1,3%) thiy thi phai
nhip vién, 8 ngudi phai thé oxy va mot ngudi cin dwoc diéu tri tai khoa hoi
sirc tich cure.

Céc vu dich nhé hon ciling d3 dwgc bdo cdo trén 5 tau quin sy khic ctia Hoa
Ky, va mot tau tir mdi nwéc sau Phap, Pai Loan va Ha Lan. Tuy nhién, v&i cac
chinh séch an ninh thudng quy va han ché lién lac ciia quin d6i va hai quin
qudc gia, c6 thé cé6 mét s6 trudng hop méc bénh thim chi tir vong da khéng
duogc ghi nhin.
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DSi véi céc tiu sin bay, kha ning bling phét vao bét ci liic ndo ciing cé thé
gdy can trd hoat déng toan ven cia tau.

Cac cudc ty hop ddng nguwdi

Nhiéu sy kién tu tAp dong ngudi c6 lién quan dén sy bing nd caa dich COVID-
19. Tinh dn ngay 24 thang 4 nim 2020, téng cong 5.212 trudng hop nhidm
COVID-19 trong mét vu dich tai nha thd Shincheonji & Han Quéc, chiém
khoang 48,7% tong s ca nhiém & nwéc nay.

MOt tran béng d4 dién ra tai Milan, Y vio ngay 19 thang 2 nim 2020 di dugc
mb ta 12 “tran d4u sb 0” hay “mét qua bom sinh hoc”. Tran d4u c6 su tham gia
clia 40.000 ngudi hAm md tir Bergamo va 2.500 ngudi tir Valencia va chi dién
ra hai ngly trwdc khi trwdng hgp dwong tinh véi COVID-19 dAu tién dwoc xéc
nhin tai Y. 35% thanh vién caa d6i Valencia c6 két qua dwong tinh v&i COVID-
19 mot vai tudn sau d6, ciing nhu mot sé nguwdi hdm mo Valencia. bén giira
théng 3, d4 c6 gin 7.000 ngudi & Bergamo c6 két qua duong tinh véi COVID-
19 v&i hon 1.000 ngudi chét, khién Bergamo tré thanh tinh bi anh hwéng
ning né nhit trong vu bing phat COVID-19 & Y. Valencia ciing ¢6 2.600
trdng hop mic bénh,

Cudc hop mit thudng nién ctia Nha the Christian Open Door dugc td chirc tir
ngly 17 dén 24 thang 2 tai Mulhouse, Phdp, cé su tham gia ctia khodng 2.500
ngudi va tré thanh & dich dang ké diu tién & Phép. Sau khi mét gido dan va
18 thanh vién gia dinh c6 két qua duwong tinh vao ngay 1 thang 3, mét loat cac
trudng hop khic ciing da dwoc ghi nhén. Theo bio cdo diéu tra clia France
Info, hon 1.000 thanh vién bi mic bénh tir cudc gip mit & Mulhouse di bit
dAu dich bénh COVID-19 tai Phép. Mdt luwgng 16n cac trudng hop dugc chin
doéan va tir vong & Phap ciing nhu Thuy Si, Bi va birc dwgc cho 1a c6 lién quan
dén cudc hop mit nay.

Lé ton giao

Mbt béo cdo ghi nhan 35 trudng hop dwoc xic nhan nhiém COVID-19 trong sb
92 ngudi tham du sy kién ctia nha thd tir ngly 6 théng 3 dén ngdy 11 théng 3.
Udc tinh ty suat tan cong khoang tir 38% den 78% (James 2020). Tai Frankfurt,
Ptrc, mdt trong s6 cc 6 dich dau tién sau phong téa di bit dau tir mét budi 18
tdn gido dwgc to chirc vao ngay 10 thang 5. Tinh dén ngay 26 thing 5, da c6
112 ngu¢i duwgc xac nhin nhiém SARS-CoV-2 (Frankfurter Rundschau).

Miu chét: Viéc dén nha thd khéng bao vé moi ngudi khoi SARS-CoV-2.
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Trwdng hoc va hoc sinh

Hoc sinh thudng déng vai trd chinh trong viéc lay lan virus dwdng hé hip,
bao gdm ca ciim. Tuy nhién, khi virus SARS-CoV-2 d4 dugc phét hién & nhiéu
tré em, triéu chitng clia tré thudng nhe hon ngudi 16n, ty 16 cin dugc hdi sirc
tich cuc it hon va ty 18 tir vong thip.

Vai trd ciia tré em trong viéc lan truyén SARS-COV-2 van chua rd rang. Trong
mét vu dich COVID-19 nhé dugc phat hién & day Alps, Phép vio cudi thang 1,
mét ngudi trd vé tir Trung Qudc da mic bénh cho mudi mét ngudi khéc, bao
gdm mot ciu hoc sinh chin tudi. C4c nha nghién ciru da theo dai va xét
nghiém tit ca nhitng ngudi c6 tiép xic (Danis 2020). Ciu bé ndy di di hoc sau
khi xut hién c4c triéu chiing nhiém COVID-19 va udc tinh ¢ hon sdu mwoi
ngudi tiép xtc gln giii vdi ciu bé 6 nguy co cao. Khong ai c6 két qua dwong
tinh v&i COVID-19, mic dit ¢6 nhiéu ngudi mic nhidm tring dwdng hoé hip
kh4c. Ngodi ra, & anh chi em ciia ciu bé ciing khong phét hién thiy virus di
c4 hai dang c6 ky nghi cling nhau & viing Alpine. C4c nha nghién ciru két luan
rang “vi tré em it c6 kha ning bi ldy nhiém va cac triéu chirng ciing nhe hon,
nén ching déng vai tro it quan trong hon trong sy 14y lan cia virus méi”.
Nghién cttu ciia Vién Y té Céng céng Na Uy vé vai trd cia tré em trong viéc
lan truyén SARS-CoV-2 di tim thiy 5 trwdng hop nhiém SARS-CoV-2 c6 thé
do lay truyén tir tré em, nhung bing chiing niy con thuwa thét va qué sém dé
néi rang tré em cé vai trd quan trong trong su lay lan ctia bénh (Fretheim
2020). Tuy nhién, theo ban thao nghién citu veé tai lwgng virus SARS-CoV-2
theo tudi ctia bénh nhan dwoc thwc hién bdi Vién Virus hoc, Pai hoc Y
khoa Berlin thi khéng tim thiy khac biét c6 y nghia théng ké no vé tai lugng
virus & cic nhém tudi khic nhau, két luin ring tré em kha ning lay nhiém
chia tré ciing twong ty nhw ngudi 16n va d@ nghi than trong khi mé cira lai
trwdng hoc va nha tré trong tinh hinh hién nay (Jones 2020). Cudc tranh ludn
vAn con tiép tuc.

Nha tu

Theo WHO, nhitng ngudi bi mit tw do, ching han nhu nhirng ngudi bi giam
trong cdc nha tli va nhitng noi giam giit khac, d& bi tic dong hon trwéc dich
coronavirus (COVID-19) (WHO 200315). Nhitng ngudi bi giam budc phai séng
gin nhau nén d6 c6 thé 13 ngudn lay nhiém, khuéch dai va lay lan cic bénh
truyén nhiém tir bén trong 14n bén ngoai nha ti. $8 ngudi bi giam trong nha
tll trén toan cu udc tinh khoang 11 triéu ngwdi va cc nha th khong dwoc
“trang bi” dé aéi phé v8i COVID-19 (Burki 2020). Ba Michelle Bachelet, cao ty
Nhan quyén LHQ khuyén khich céc chinh phi tha nhirng dbi twong ti nhan
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dic biét d& bi anh hwéng béi COVID-19 nhu ngudi gia ciing nhu téi pham it
nguy hiém, mét sé quéc gia ciing dang cb ging giam s ngudi bi giam.

Tinh dén ngay 21 thang 4, SARS-CoV-2 di dugc tim thiy tai cc co s& cai huin
vA giam gift & Hoa Ky. Theo théng tin téng hop tir 37 trén 54 s& y té cua tiéu
bang va khu vurc cho thiy c6 4.893 trudng hop nhiém, 88 ngudi chét trong sb
nhitng nguwdi chiu 4n tit hodic tam giam va 2.778 trudng hop nhiém, 15 ngudi
chét trong s6 cic nhan vién nha tu (Wallace 2020).

Nha tam trd cho ngwdi vo gia cw

Xét nghiém & 1.192 cu din va 313 nhin vién tai 19 nha tam tra cho ngudi vo
gia cu tir 4 thanh phd cia Hoa Ky (xem bang), dwgc tién hanh khi xic dinh
moét 6 dich COVID-19, cho ra ty 1é 1ay nhiém 1én t&i 66% (Mosites 2020).

Trong mdt bdo cdo khéc tir Boston, Massachusetts cho théy c6 147/408 (36%)
ngudi v6 gia cw & khu nha tam trd cé két qua dwong tinh. Pang chii v, 88%
ngudi khong s6t hodc céc triéu chirng khac tai thdi diém chin dodn (Baggett
2020).

Nha mday déng goi thit cong nghiép

Vao ngay 5 thang 5 ndm 2020, tap chi DER SPIEGEL cta birc d4 ghi nhan cé
hon 600 nhén vién da bi mic SARS-CoV-2 tai cic nha may ché bién thit & Dirc.
Mbt tudn sau, t& béo The Guardian ghi nhan thém ring gin mét nira cic diém
néng COVID-19 hién tai & Hoa Ky ¢4 lién quan t&i cic nha mdy ché bién thit
(noi gia cim, lon va gia stc bi giét md va déng géi). Pdng thoi, khoang mot
trim ngudi c6 két qua duwong tinh trong hai nha may ché bién thit & Phép (Le
Monde).

Tinh trang 16n x6n, lanh 4m dwoc xem 13 15i giai thich cho nhitng dot bing
phat dich bét thudng nay.

Dan hgp xwéng

V3o ngdy 8 thang 3 nim 2020, dan hgp xwéng Amsterdam di trinh dién tac
phdm St John Passion clia Bach tai sin khiu Concertgebouw & thanh phé
Amsterdam. Vai ngly sau, cic ca si dAu tién xuét hién c4c triéu chirng va cudi
cling 102 trong sb 130 ca si ctia dan hop xwéng da dugc x4c nhan 13 dwong
tinh v&i COVID-19. M6t thanh vién ctia dan hop xwéng (78 tudi) da chét, ciing
véi ba ddng nghiép khéc; mot s6 ca si khéc thi cAn dwgc hdi sirc tich cwe (The
Guardian, 17 thing 5).
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Vao ngay 9 thang 3, cic thanh vién cua dan hgp xudng nha thd Berlin gip
nhau dé dién t4p hang tuin. Ba tuin sau, 32 trong s6 74 thanh vién ctia dan
hop xuéng c6 két qua dwong tinh v&i SARS-CoV-2 (NDR 2020). T4t ca sau d6
déu d3 hdi phuc.

Vao ngay 10 thang 3 ndm 2020, 61 thanh vién tai quin Skagit, Washington, da
tap luyén hop xwéng trong 2,5 gidr. Mdt vai tuln sau d6, cic nha nghién ciru
ghi nhan c6 32 trudng hop nhiém COVID-19 dwgc x4c nhan va 20 trudng hop
nghi nhiém cé thé da xay ra (ty suht thn cbng = 53,3% dén 86,7%); 3 bénh nhan
nhip vién va 2 ngudi d3 tir vong. Ho két lu4n ring viéc lan truyén bénh c6 thé
d& dang hon & khoang c4ch gan (trong vong 6 feet ~ 2 mét) khi tip luyén va
kha ning khuéch tén virus gia ting b&i viéc hat (Hamner 2020).

Nhitng théng tin ndy goi ¥ bit ky méi trwdng khéng khi nio dn 3o, chat hep
va khep kin (nhu vii trudng, quéan rugu, tiéc sinh nhét, nha hang, co 5§ glet
md, v.v.) noi moi ngudi tiép xiic gn va cin phai la hét 1én dé giao tiép 12 didu
kién ly tuwdng tao ra mot vu dich SARS-CoV-2 16n.

SARS-COV-2 tai hoat hay t4i nhiém?

G Han Qudc va cac noi khéc, hon 100 nguoi da hdi phuc sau nhiém COVID-19
d3 dugc xét nghiém lai cho ra két qua duong tinh (Ye 2020) va tir d6 gdy ra
mbi lo ngai ring nhitng bénh nhan hdi phuc tir COVID-19 ¢4 thé ¢ nguy co
t4i nhiém. Tuy nhién, khéng cé diu hiéu nio cho thiy ho cé kha ning lay
nhiém cho ngudi khéc. Li gidi thich hop i nht 13 “sy nhiém tring da ti
hoat d6ng lai” & bénh nhin hodc cic xét nghiém chi phat hién RNA khong lay
nhidm ctia virus. Théng tin rit so bd tir mot nghién ctru trén dong vat (n = 2)
cho thiy riing kha ning mién dich thu dugc sau khi bi méc bénh c6 thé bao vé
khi tiép xtc lai v&i virus. Gy nhiém SARS-CoV-2 trén khi rhesus va t4i nhiém
sau khi phuc hdi cho thiy khéng cé s nhan 1én cta virus trong bénh phim
miii hong hodc hiu mén, ciing nhu bit ky d4u hiéu nao khac ctia bénh COVID-
19 hoat dong tré lai (Bao 2020).

Truyén méu

sau khi sang loc 2.430 miu méu dugc hién ting bing xét nghiém real-time
PCR (1.656 tiéu cAu va 774 méu toan phdn), cc tc gia tir Vii Han chi tim thiy
mAu huyét twong duwong tinh véi RNA virus & 4 ngudi hién ting khong c6
triéu chirng (Chang 2020). Hién vin chua ré liéu viéc phat hién RNA ctia virus
trong méu c6 ddng nghia v&i kha ning lay nhiém hay khong. Mot béo cdo so
b6 vé nghién ciru & nhitng ngudi hién mau Ha Lan cho thiy vao thang 4 nim
2020 c6 khoang 3% ngudi c6 khéng thé chéng lai SARS-CoV-2 (NLTimes.nl).
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Trong mét nghién ctiru & Han Qudc, bay ngudi hién mau khéng triéu chirng
sau d6 dwoc x4c dinh 13 d3 bi mic COVID-19. Khéng ai trong s6 9 ngudi nhan
tiéu cAu hodc hdng ciu c6 két qua dwong tinh véi RNA clia SARS-CoV-2 (Kwon
2020). Tuy vy, can c6 thém dir liéu trudc khi c6 thé két ludn viéc truyén mau
khéng phai 13 con dudng 1ay bénh.

bai dich

Dién tién tw nhién cua dai dich

Pai dich COVID-19 bt dAu tir thanh phé Vii Han, tinh H) Béc, Trung Quéc va
chi trong vong 30 ngay da lan rong tir H Bic dén céc tinh con lai cia Trung
Quéc dai luc, &én cic nudc lang giéng (dic biét 1 Han Qubc, Hong Kong,
Singapore) va phia tdy dén Iran, Chu Au va Chiu My. C4c vu dich 16n diu
tién xay ra & cac khu vuc c6 miia dong lanh 1&o (Vii Han, Iran, mién Bic nwéc
Y, viing Alsace & Phap).

Nim muoi ndm trudc, dién tién ctia dai dich COVID-19 sé rét khéc, véi su 1ay
lan toan ciu ch4m hon nhung hiu quéa ning hon do kha ning chin doan va
diéu tri han ché va khéng c6 diéu kién d& phong téa ca qudc gia (xem thém
mét béo céo vé dai dich cim nim 1957 va 1968: Honigsbaum 2020). Theo mét
gia lap (vAn con dang tranh cii), khi ty 18 tir vong khoang 0,5% va khong cé sy
can thiép nao, COVID-19 sé lan rong ra toan clu v6i 7,0 ty nguoi mic bénh va
40 triéu ngudi chét trong nam dAu tién (Patrick 2020). Pinh didm tir vong (sb
tir vong hing ngly) s& xuit hién khoang 3 thing sau khi dich bit diu xuit
hién tai dia phurong. Mot mé hinh khac da du dodn ring, 80% dan sé Hoa Ky
(khoang 260 triéu ngudi) s& bi mic bénh. Trong sb d6, 2,2 triéu ngudi sé tir
vong, trong d6 c6 4% dén 8% nhirng nguwdi My trén 70 tudi (Ferguson 2020).
Mic ké nhirng dy doan tan khdc nay, mot s6 nha dich t& hoc va chinh tri gia
ky cuu d3 nghiém tic cin nhic viéc chi tién hanh mét s6 it bién phép giam
thiéu thiét hai , dua trén hai lap luin map mo:

« Qubc gia s& khdng phai dbi mit véi suy thodi kinh té nghiém trong dudng
nhu khoéng thé trénh khéi twong tu cic qudc gia va tidu bang da chon cic
bién phap kiém dich nghiém ngit (vi du nhw Trung Quéc, Y, TAy Ban Nha,
Phép, California, New York). Tuy nhién, hiu hét cic nha kinh té hoc s& phan
d6i ring van c6 mot cude suy thodi kinh té do nhirng han ché tu 4p dit cua
ngudi dan va doanh nghiép, thé hién qua tic dong kinh té to 16n ngay ca &
nhitng qudc gia cé nhitng bién phép han ché nhe nhang hon (Thuy Dién).

» Sau vai thdng, gin 70% dn sb s& c6 mién dich ty nhién (thong qua nhiém
SARS-CoV-2) va dugce bao vé trudc nhitng dot bung phat sau nay, va cé thé
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binh than hwéng vé mia déng nim t&i. (Tuy nhién, vin chwa ré mién dich
mic phai nhu vay sé kéo dai bao 1au? C6 18 chi vai thang hoic vai nim? Xem
chwong Mién dich hoc, trang 125).

Vao gilta thang 3 nam 2020, thu tuéng ciia mot nwdc cyu thanh vién cia EU
d3 d@ xudt “dé virus lay lan cho dén khi chiing ta dat dwoc mién dich cong
ddng” nhu 13 giai phép tét nhét cho dich bénh ma quéc gia ciia 6ng sp phai
d6i dién. Giai phap gy sbc: chip nhin ring phin 16n dan sb sé bi mic virus,
sau d6 sé phat trién kha ning mién dich tip thé va trénh dugc dich bénh
virus corona trong tuwong lai. Nhitng con s6 wéc doén tir c4c méd hinh mé
phéng that tham khéc. Vi hon 66 triéu dan, khoang 40 triéu ngudi s& mic
bénh, 4 dén 6 triéu ngudi sé mic bénh ning va 2 tridu ngudi cin dwgc chim
séc ddc biét. Khoang 400.000 ngudi dan Anh sé& chét. Tha tuéng du béo:
“Nhiéu gia dinh s&é mit di ngudi than sém hon ho nghi”. D6i mit véi sy gia
ting nhanh chéng ctia cac truedng hgp mic bénh va tir vong cling véi sy phin
nd tir cong dong, thii twdng da quay dau 180 4, tién hanh cac bién phép kiém
soat dich nghiém ngit twong ty nhu cac qudc gia khac dang lam.

Chi duy nh4t mét quéc gia chiu Au - Thuy Dién, theo dudi chinh sich véi cic
bién phép y té cong cong gidi han (vi du: bao vé ngudi gia, xét nghiém hang
loat, gidn cach x4 hdi c4 nhan), ma khéng thuc thi cic quy tic kiém dich
nghiém ngit hodc ngirng hoat déng kinh doanh. Két quéa sé dwoc ban luan
ngén gon & trang 51.

bai dich 2.0: Phong téa

May mén thay, hién tai thé gi6i da dwoc ctru thoat khéi tinh trang virus
SARS-CoV-2 luu hanh tu do. RSt cudc, néu lodi ngudi cé thé thay déi khi hau,
vy tai sao khong thir thay déi dién tién ctia dai dich? Mic dit cic nha kinh té
canh bdo ring thit nghiép c6 thé vugt mirc cudc Pai khﬁng hoang (Great
Depresswn) vao nhirng ndm 1930, nhung ban diu, hAu nhw tt ca c4c chinh
phii ddu d4nh gia viéc ciru séng hang tram nghm ngudi quan trong hon la
tranh dugc mot cuoc dai suy thodi kinh té. Piu tién & Trung Quéc, sdu tuin
sau & Y va mét tudn sau d6 & hdu hét cic nudce Tay Au, gin ddy & My va nhidu
nudc khéc, mot sy thir nghiém chua tirng c6 véi quy mé khdng 16 da duogc
bt dAu: ra 1énh phong téa toan bd khu vuc hodc quéc gia. § Y va Tiy Ban
Nha, moi ngudi dwoc 1énh & nha, ngoai trir “cdc hoat dong thiét yéu” (mua
thuc phim, thudc men va cdc nhu yéu phim khéc, dén bénh vién hoic 1am
céc cong viéc can thiét. Ngudi Y dwoc khuyén & nha ngay ca vio ngly
Pasquetta ndi tiéng, Easter Monday, noi moi ngudi thudng d6 vé bd bién hoic
néng thén dé tin hwéng mét chuyén da ngoai vdi gia dinh va ban beé. Rét cuc,
ngudi Y tham chi khong dugc phép di chuyén tir Iang niy sang lang khéc.
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Trong khi viéc thue hién phong téa 1a khac nhau giita cic nudc, vin cé mét
A1.:A 7 A 1.4

s0 bién phap pho bién nhu:

« Han ché ra khéi nh3, trix khi thuc sy cAn thiét (1énh cAm ra dudng hoic 1énh

& nha)

« CAm c4c cudc tu hop déng ngudi bao gom céc budi hoa nhac, 18 hoi, cac cude

mit tinh, thim chi c4c sy kién ton gido (Tian H 2020)

* Déng ctra cac trwong hoc

» Déng cira tAt ca cdc cira hang ban 1& trir c4c cira hang phuc vu nhu ciu thiét

yéu (thyc pham, thu6c men, tram xdng, sap bdo, v.v.)

« Déng cira tit ca cac nganh cong nghiép va nha mdy, trir noi cung cip cic san

phim thiét yéu

- Déng cira bién gi6i véi cic nudc lang giéng, cAm du lich quéc té. Mot sb

trwong hop, han che viéc di lai ngoai khu vue cu tra.

Viéc phong téa da dwgc thire hién trude dé dé kidm soat dich bénh & cic khu

vire gi6i han va trong thdi gian ngin. Ngy 23 théng 1, Trung Quéc 13 qudc gia

dAu tién thuc hién viéc phong toa chit ché va toan dién tai thinh phd 11 triéu

dan, sau d6 13 m& rong ra toan tinh HO Bic (WHO goi day 1a “diéu chua tirng

c6 trong lich str y té cong cong”). Viéc phong téa kéo dai 2 thing.

Y 13 quéc gia dau tién thue hién viéc phong téa toan qudc vio ngly 9 théng 3,

tiép dén 12 Dan Mach (11 théng 3), Ireland va Na Uy (12 thang 3), Ty Ban Nha

va Ba Lan (13 thang 3), Thuy Si, Phap, Bi ( 17 thang 3) va cdc nwéc chau Au

khac. Dén ngay 26 thang 3, d3 ¢6 1,7 ty ngudi trén toan thé gidi bi han ché di

lai va ning 1én 3,9 ty ngudi vio tuin dAu tién cta thing 4 Gng v6i hon mot

ntra dan s6 thé gi6i. Viéc phong téa & chiu Au it nghiém ngit hon & Trung

Quéc, cho phép céc dich vu, nganh céng nghiép thiét yéu hoat dong va viéc di

lai c6 ly do chinh dang.

Két qua cua viéc phong toa
Két qua mong doi cia c4c bién phap phong toala pha v& chubi lay truyen cla
SARS CoV-2, din den viéc giam sb ca nhiém méi, s ca nhap vién va cudi cliing
14 56 ca tir vong. Két qua ctia c4c bién phap phong téa c6 thé dwoc do ludng
bing cac con sb sau:

e S6ngudi mic SARS-CoV-2

e SO ngudinhap vién vi COVID-19

e S0 bénh nhan dwgc diéu tri tai cdc don vi hoi sitc tich cuc (ICU)

e SO catlr vong
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$6 ngwdi nhidm SARS-CoV-2

Hinh 1 d4 chitng minh sém nhit 13 bdn tuln sau khi phong téa Vii Han, céc
bién phap nghiém ngit nay méi c¢é kha ning ngan chidn dich bénh. Hinh anh
ndy trinh bay cic dudng cong dich bénh COVID-19 & Trung Quéc véi cic
trrdng hop mic bénh dwgce xac nhin bdi xét nghiém theo ngly khdi phat
triéu chirng (mau xanh) v ngay bdo cdo (mau cam). Dit liéu dwgc tdng hop
vio ngly 20 thang 2 nim 2020, bdn tuin sau khi bit dau c4c bién phap kiém
dich bao gdm phong téa gin 60 triéu ngudi & tinh H6 Bic ciing nhw han ché
di lai d6i v6i hang trim triéu cong din Trung Qubc. Céc cot mau xanh cho
thdy (1) dich bénh ting nhanh tir ngdy 10-22 théng 1, (2) c4c trudng hop dwoc
béo cdo (theo ngay khai phat) dat cyc dai va duy tri trong khoang thdi gian
tir 23 dén 28 thang 1 va (3) giam din sau d6 (ngoai trir béo cdo ting dot bién
vio ngdy 1 thang 2). Dwa trén nhirng dit liéu ndy, chiing ta c6 thé du doén s6
trudng hop mic bénh dwoc béo cdo sé giam khoang ba tuin sau khi thuc hién
phong tda toan bd.
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Hinh 1. Sw bung phat dich & Trung Quéc vao thang 1/thang 2 ndm 2020. Cac dwéng cong
dich té theo ngay khéi phat triéu chirng va ngay bao céo vao ngay 20 thang 2 n&m 2020 dbi
Vi cac trieeng hop COVID-19 dwoc xac nhan bang xét nghiém trén ca nwéc. Puoc sira doi
tlr B&o céo cta Phai doan chung WHO-Trung Qudc vé bénh virus corona 2019 (COVID-19).
16-24 thang 2 nam 2020. https://www.who.int/publications-detail/report-of-the-who-china-
joint-mission-on-coronavirus-disease-2019-(covid-19)

Tuy nhién, s6 trudng hop mic SARS-CoV-2 méi dugc chin doén it hitu ich
hon vi chiing lién quan mét thiét dén sb lwong xét nghiém dang dwoc thuc
hién va khong phan 4nh diing s6 ca nhidm d3 c6. Dé biét con sb thuc sy, toan
bd ngudi dan s& cAn phai dwgc xét nghiém nhiéu 1in, tit nhién didu nay 13
khéng thuc té. C4c xét nghiém PCR thudng chi dwoc thue hién & nhirng bénh
nhan c6 triéu chirng hodc & nhirng ngudi tiép xiic gin véi ngudi mic, con lai
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hiu hét c4c trudng hgp nhidm khéng c6 triéu chirng s& bi bo sét. Cic nghién
cttu vé ty 16 mic bénh dua trén xét nghiém khéng thé dan s6 dang dugc thuc
hién c6 thé gitp wdc tinh chinh x4c hon vé sb ngudi bi mic bénh trong qua
khir nhung chiing s& khéng thé do truc tiép ty 1é mic méi (nhiém méi). Udc
tinh ty 1& mic bénh chinh xé4c nhét chi ¢6 thé dwoc thuc hién bing mé hinh
toan hoc. Khong qué bat ngd, cic md hinh dy doén dau tién cua dich bénh &
chau Au d3 tiét 16 ring céc trudng hop mic COVID-19 dugc ghi nhan chi
chiém mét phin nhé sé ngudi thue s bi mic bénh. Mt mé hinh dya trén sb
tir vong dwoc ghi nhin & 11 quéc gia chau Au goi ¥ ring s6 ngudi mic bénh
thuc su cao hon nhiéu so véi cdc trudng hop dwoc ghi nhin (Flaxman 2020).
Theo mb hinh, tinh d&én ngiy 28 théng 3, tai Y va T4y Ban Nha 1an lugt 6 5,9
triéu ngudi va 7 triéu ngudi cé thé da bi mic SARS-CoV-2 (Béng 2). b, Ao,
ban Mach va Na Uy sé c6 ty sult tAn cong thap nhit (ty 18 dan s6 c6 tiép xic
bi mic benh) Néu céc gia dinh niy dugc xdc thuc, sb trudng hop thuc sy sé
nhidu hon s6 trudng hop dwoc béo cdo vao ngly 28 thing 3 (Y: 92,472; Tay
Ban Nha: 73,235; Phép: 37,575) dén gip hai 1an.

[Dit liéu dwgc cung cip bdi Flaxman va cong su ngay lap tirc dugce phén tich
b&i mét s6 nha dich t& hoc. Thit nhét: néu vio ngiy 28 thing 3, s6 ngudi mic
bénh & Y 12 khoang 6 triéu (v6i khoang tin cdy 14 2 dén 15 triéu) va néu gia sir
18 ngy sau d6, téng sé ngudi chét & Y 13 khoang 30.000 (con sé chinh thirc
bdo cdo vao ngay 15 thing 4 1a 21.645 trudng hgp tir vong), ty 1€ tir vong do
nhiém COVID-19 & Y ¢6 thé nim trong khoang 0,5% (0,19% -1,6%).

Tht hai: néu vao cudi thang 3, khoang 60% s ca tir vong & Y dwogc béo cdo tir
viing Lombardy, thi 60% trong sb 6 triéu ca nhiém SARS-CoV-2 du kién ctia Y,
tirc 3,6 triéu, sé xdy ra & mot khu vuc c6 dan s 10 triéu. Hon nita, 20% tdng
s6 ca tir vong & Y dugc bdo céo tir tinh Bergamo, noi cé dan s 1,1 triéu
nguoi.]

Céc nghién ciru vé ty 16 mic bénh dya trén xét nghiém khang thé dang duogc
tién hanh & mot s6 nudc chiu Au va My sé gitp sém 1am ré nhirng s6 liéu
nay. Theo két qua so bd ctia mot cudc khao sét dan sb tai Los Angeles County
do USC cbng bd vio ngly 20 thang 4 khi kiém tra 863 ngudi trudng thanh cho
thiy khoang 4,1% s& ngudi c6 khang thé chéng virus (USC News, ngdy 20
théng 4 ndm 2020). Piéu chinh ty 1 sai s théng ké cho théy tir 2,8% dén 5,6%
ngudi trudng thanh tai Los Angeles County (khoang tir 221.000 dén 442.000
ngudi) da bi mic bénh. Ubc tinh d6 cao gép 28 dén 55 1an so véi 7,994 trudng
hop dugc xdc nhan mic COVID-19 dwgc ghi nhan & Los Angeles County tai
thoi diém nghién ctru. S6 ca tir vong lién quan dén COVID tai Los Angeles
County sau d6 d3 vugt qua con s6 600. Vao ngdy 13 théng 5, két qua so bo tir
mbt nghién ctru vé khang thé virus corona trén toan quéc cho thay cé khoang
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5% céng dan T4y Ban Nha di nhiém virus, v&i ti 1é hién mic cao vot tai Mad-
rid 1a 11,3%, khu vyc trung tim cua Castilla y Leon 1a 14,2% va Castilla La
Mancha 13 13,5%. Con sb nay gip khoang 10 lan so v&i s trudng hop dugc

A I3
chan doan.

Bang 2. Uéc tinh sé nguwdi méc bénh ké tir ngay 28 thang 3 ndm 2020

Sé tirvong vao
ngay 28 thang 3 tai
quoc gia

% dan s
mac bénh*

Sb nguwdi méc bénh*

Ao
68
Bi
353

Pan Mach
65

Phap
2,314
buc
433

'
10,023

Na-uy
23

Tay Ban Nha
5,982

Thuy Dién
105

Thuy Sy
264

Vwong Quéc Anh
1,019

1.1% (0.36%-3.1%)

3.7% (1.3%-9.7%)

1.1% (0.40%-3.1%)

3.0% (1.1%-7.4%)

0.2% (0.28%-1.8%)

9.8% (3.2%-26%)

0.41% (0.09%-1.2%)

15% (3.7%-41%)

3.1% (0.85%-8.4%)

3.2% (1.3%-7.6%)

2.7% (1.2%-5.4%)

96,800
(31,680-272,800)

425,500
(149,500-1,115,500)

63,800
(23,200-179,800)

2,010,000
(737,000-4,958,000)

166,000
(232,400-1,494,000)

5,919,200
(1,932,800-15,704,000)

21,600
(4,860-64,800 )

7,035,000
(1,735,300-19,229,000)

316,200
(86,700-856,800)

275,200
(111,800-653,600)

1,798,200
(799,200-3,596,400)

*trung binh (khoang tin cay 95%)

Ngudn dir liéu: Flaxman S va cong sv (Imperial College COVID-19 Response Team). Report
13: Estimating the number of infections and the impact of non-pharmaceutical interventions
on COoVID-19 in 11 European countries. 30 March 2020. DOI:
https://doi.org/10.25561/77731
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Nhip vién vi mic COVID-19

Nhip vién do mic COVID-19 thudng dugc ghi lai va bdo cdo trong hé théng
theo ddi chim séc sirc khoe thudng quy. Mot s6 quéc gia thudng xuyén cip
nhit sé lwong ngudi nhap vién vi mic COVID-19 hing ngdy dé nfm bit xu
hudng dich. Uu diém ciia viéc theo doi s6 lwong nhéap vién nay 13 gitp phét
hién ra nhirng thay ddi trong co ché lay lan sém hon so véi céc phwong phap
chdm hon nhu (ty 18) nhip vao ICU va titr vong (ty 1é tir vong). Tuy nhién,
viéc nhip vién cé nhitng han ché (tiéu chi nhap vién dwgc thay ddi theo tirng
dia diém va dugc hiéu chinh sau mét thdi gian) va cé thé bi anh hudng béi su
s&n ¢6 cia dich vu chim séc tai nha chét lwong tt hodc sw sup db ciia hé
thdng y té. Ngoai ra, nhiéu quéc gia khong céng khai sé lwgng nhip vién va
xudt vién hang ngdy (Garcia-Basteiro 2020).

Céac don vi hdi strc tich cuc (ICU)

Mbt chi s déng tin cdy hon vé xu huéng dich 12 s6 ngudi dwoc didu tri tai cic
don vi hdi sirc tich cuc. Tai Phap, s6 lwgng nhép vio ICU mdéi tai bénh vién da
1én dén dinh diém vio ngiy 1 thang 4 (Hinh 2), trong khi sy thay ddi hang
ngdy s6 ngudi diéu tri tai ICU (s cin bing giita giira ngudi ra va vao ICU;
Hinh 3) b4t dAu 4m mot tuin sau d6. Tuy nhién, s6 lwgng ndy c6 thé bi anh
hudng béi s6 lugng giwrdng ICU cho bénh nhin mic COVID-19 va nhan vién y
té duoc dao tao sin cé. Néu qud tai, cic bénh vién budc phai han ché nhip
vién va wu tién cho bénh nhan c6 nhiéu co hoi séng sét hon, hoic bénh nhan
c6 thé chét tai nha (Grasselli 2020). & hiu hét cic nuwéc dang phat trién, sé
lwong ICU rét it s& khién chi s6 nay it hitu dung hon.

Hinh 4 cho thiy sb lrong bénh nhan mic COVID-19 hing ngay dwoc didu tri
tai cac don vi ICU & Phap.
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S6 ca tir vong

Nhitng ngudi méc bénh khéng triéu chirng khéong dugc chi y nhidu; ngay ca
khi méc bénh véi triéu chitng nhe dén trung binh ciing cé thé khéng duoc
chi ¥ dén. Nhung tir vong thi khéng. Do d6, cac trudng hop tir vong phan
4nh tinh hinh thyc té COVID-19 t&t hon s6 nguwdi mic SARS-CoV-2. Tuy nhién,
chi s6 nay chi cung cAp mét hinh anh vé s6 lugng ca nhidm trong 2-4 tuin
trwéc dé (gia sir v6i thoi gian G bénh trung binh va thdi gian nam vién).

Tuy nhién, nhitng con s6 ndy chwra hoan thién va s& cAn dugc hiéu chinh sau
nay. (cé thé tang 10%, 30%, 50% hodc nhidu hon? Khéng ai biét dwoc.) GY, dic
biét 13 & cc khu vie phia Bic bi anh hwéng ning né nhit, mot lugng ngudi
nhit dinh da chét tai nha v khéng dugc tinh trong cac s6 liéu théng ké chinh
thirc. Dir liéu vé ty 1é tir vong chung & céc diém néng dich bénh & Bic Italy
(ISS 2020) vA & TAy Ban Nha (Madrid) cho thiy ty 1é tir vong vwot mic do
COVID-19 ¢6 thé gip d6i con sb dwgc bao cdo chinh thirc. § Phép, Anh, ciing
nhu mét sé nwéc khac, sé ca tir vong & cic co s& chim séc dai han ban du
khéng dwoc dua vao sb liéu théng ké chinh thirc. Hinh 2 cho thiy s ngudi
chét m&i ngdy giam khoang ba tuin sau khi thuc hién cic bién phép phong
toa (Y: 8/10 thang 3; TAy Ban Nha: 14 thang 3).

Dit liéu tir chau Au cho thy c4c bién phép phong téa cé hiéu qua nhwng thép
hon so véi Trung Quéc, cho thiy viéc phong téa it nghiém ngit hon & chau
Au. Cap nhat m&i ngay sin cé tir www.ourworldindata.org (Hinh 5).

Dé tinh todn ty 1é tir vong vi COVID-19 vugt ngudng trong 1 nim, dwa trén
tudi, gi6i tinh va cac dién kién wdc doan cu thé, mot cong cu trire tuyén hién
da cé s&n (OurRisk.CoV). i véi Vuong quéc Anh, duy doén c6 293.991 ca ti
vong trong mét kich ban “khéng 1am gi ca”. Véi chién thuat giam thiéu thiét
hai (tdc 13, cac bién phdp it nghiém ngat va ty nguyén hon), cic tac gia da dy
doén chi tir 18.000 dén 37.000 ca tir vong (Banerjee 2020).
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Daily confirmed COVID-19 deaths. rolling 3-day average
Limited testing and challenges in the attribution of the cause of death means that the number
of confirmed deaths may not be an accurate count of the true number of deaths from

COVID-19.
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Source: European CDC - Situation Update Worldwide - Last updated 26th May, 11:00 (London time)

MNote: The rolling average is the average across three days - the confirmed deaths on the particular date, and the two
previous days. For example, the value for 27th March is the average over the 25th, 26th and 27th March.
QurWorldIinData.org/coronavirus « CC BY

Hinh 5. S6 ca t& vong do mac COVID-19 dwoc xac nhan méi ngay, trung binh 3 ngay.
Nguon: www.ourworldindata.org

Khia canh dic biét cua dai dich

Pai dich COVID-19 d4 1am ndi bat mét s6 khia canh va bai hoc cu thé cin ghi
nhé trong qué trinh quan ly cic dai dich trong twong lai (bdi virus corona,
virus ctim hodc béi céc loai virus chua dwgc biét dén):

e Dgt bung phat dich dAu tién (Trung Quéc)

e B4t ngd hoic thiéu su chuln bj (Y)

o  Khoéng sin long d chuén bi (Anh, My, Brazil)
e Chuin bi mét ph?m (Phap)

e Chuin bi ki ludng (Pirc)

o Mién dich cong ddng (Thuy bién)

e Dich bung phat mudn (Nam My)

e Cachly xuét sic (New Zealand, Uc)

o Két cuc chua rd (Chau Phi)

Dot bung phat dich diu tién (Trung Québc)

Gidng véi cac qudc gia khéc, Trung Qubc d3 bi bt ngd trudc sw bung phét caa
COVID-19, nhwng nh¢ kinh nghiém tir dai dich SARS hdi nim 2003 (Kamps-
Hoffmann 2003), ho d c¢6 su chuén bi cho diéu ndy. Lic dau, dich bénh chi 1ay
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lan tai thanh phd Vii Han va tinh H) Bic (thing 12 nim 2019) nhung sau dé,
di lan rong ra dén tit ca cAc tinh thanh vao théng 1 nim 2020, vi lwgng 16n
ngudi rdi Vii Han tir trirée L& hoi mia xuin (Zhong 2020, Jia JS 2020). Tuy
nhién, trong vong 3 tuin ké tir khi ching virus méi dugc xac dinh, chinh pha
di ra l1énh cach ly 50 triéu ngudi & thanh phd Vii Han va tinh H) Bic, ciing
nhu han ché sy di lai cia hing trim triéu céng dan. Ay 1a mét diéu déng
kinh ngac, khi 1in du tién trong lich sir, lodi nguwdi d3 1am dugce diéu ma
ngay ca céc chuyén gia ciing khéng ddm mo: kiém ché dich bénh do mét loai
virus rat d& 13y lan (Lau 2020).

Chi bén tuin sau khi phong téa Vii Han, di c6 biing chirng cho thiy céc bién
phap nghiém ngit niy c6 kha ning kiém ché sy 1ay lan ciia virus SARS-CoV-2
(minh hoa trong Hinh 1/ trang 38). Bai hoc tir Trung Quéc: c6 thé phong téa
toan bd mot tinh hoic ca qudc gia ciing va viéc phong téa c6 hiéu qua. Mét sb
nha chirc trich & Tay bén ciu di 4p dung nhirng bién phép ndy gibng vdi
Trung Qudc (vi du nhu Y d3 ra 1énh phong téa sau 18 ngy ké tir khi trudng
hop nhiém néi dia dau tién dwge x4c dinh), trong khi d6 cac quéc gia khac lai
khéng lam theo.

Chuén bi ki lwdng (Pai Loan)

Vo ngdy 7 théng 6, Pai Loan (d4n sb 24 triéu ngudi véi mat dd 650
ngurdi/km2), béo cdo 443 ngudi mic va 7 ngudi chét, Hau hét cic trudng hop
nhidm SARS-CoV-2 khéng phai ca nhidm ndi dia. Tinh dén ngly 6 thang 4 nim
2020, 321 ca bénh du nhip bdi céng dan Dai Loan d3 dén mét trong 37 qubc
gia khac d& du lich, kinh doanh, 1am viéc ho3c hoc tip (Liu JY 2020). Ngay tir
dAu, Pai Loan da rit kinh nghiém vé dich SARS nim 2003 d& tap trung vao
viéc bao vé sur an todn clia nhén vién y té va ting cudng tng phé véi dai dich
COVID-19 (Schwartz 2020 + The Guardian, ngay 13 thdng 3 nim 2020). Mt
nghién cttu ban dau cho thiy, néu chi xdc dinh va cch ly bénh nhan nhiém
c6 triéu chitng thi khéng da dé ngin chin dich bénh, vi vay ho di dwa ra
khuyén cdo vé c4c bién phap tdng quét hon nhu gidn céch xa hdi (Cheng HY
2020). C4c phén tich dir liéu 16n (Big Data) d dugc sir dung dé ngin chin dai
dich. Tai mot thdi diém, céc nha chirc trach dé nghi tw gidm s4t va tu cach ly
cho 627.386 ngudi c6 kha ning da tiép xtic véi hon 3.000 hanh khach ctia mét
du thuyén. Nhirng vi khach ndy da rdi khéi tau tai cang Keelung & Dii Loan
sau chuyén di kéo dai 1 ngdy, chi 5 ngly trudc khi dich COVID-19 dwogc phat
hién trén tau du lich Diamond Princess vao ngay 5 thidng 2 nam 2020 (Chen
CM 2020).

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8
https://doi.org/10.1093/jtm/taaa036
https://www.nature.com/articles/s41586-020-2284-y#citeas
https://doi.org/10.1093/jtm/taaa037
https://en.wikipedia.org/wiki/Taiwan
https://doi.org/10.3390/ijerph17093311
https://doi.org/10.1093/cid/ciaa255
https://www.theguardian.com/world/2020/mar/13/how-taiwan-is-containing-coronavirus-despite-diplomatic-isolation-by-china
https://doi.org/10.1001/jamainternmed.2020.2020
https://doi.org/10.1001/jamainternmed.2020.2020
https://doi.org/10.2196/19540.
https://doi.org/10.2196/19540.

Dich t& hoc | 39

Tai thoi diém viét bai nay, Dai Loan chic chin 13 mot trong nhirng quéc gia
thanh cong nhit trong viéc kiém soat va ngin chin dai dich COVID-19.

B4t ngd hodc thiéu sw chudn bi (Y)

Y 13 qubc gia chau Au du tién bing phét dai dich. Két qua giai trinh tw bd gen
c4c mAu nhiém SARS-CoV-2 cho thiy ring virus d3 du nhép vao Y ciing ltic tix
nhiéu ngudn (Giovanetti 2020). Mic dii trudng hop nhiém ndi dia dau tién
dwoc chin dodn vio ngly 20 thdng 1, nhung quy mé ctia vu dich cho théy
virus d4 lwu hanh tai Y tir nhiéu tudn trudce d6, c6 thé sém nhit 13 vao ngay 1
thdng 1 (Cereda 2020).

Tuy nhién, that khéng don gidn d& giai ma cic ddu hiéu tinh té ctia con bio
sip dén. Trong miia ctim hang niam, tir vong do COVID-19 & ngudi cao tudi cé
thé d& dang dwoc hidu 13 tir vong do ctim. Ngwoc lai, trong s6 nhém tudi hoat
dong xa hdi ning dong nhit, nhitng ngudi tré tudi chen chic trong cic quan
bar, nha hang va vii trwdng, sw liy lan nhanh cta virus SARS-CoV-2 thudng
khéng giy ra cac triéu chirng de doa dén tinh mang ngay. Trudc khi dwoc
phat hién, dich bénh d3 c6 thdi gian it nhit 13 mét thang dé phat trién.

C6 mét Iy do nira cho sy chim tré trong viéc phat hién vu dich & Y dang dugc
& cap la: “dinh nghia cdc ca bénh nghi ngd “cta Y. Pinh nghia nay bao gdm
(twong tw nhw dinh nghia ca bénh nghi ng¥ theo khuyén nghi ctia WHO vao
thoi diém d6) céc tiéu chi dich t& hoc bt budc vé ‘tién sir du lich dén Trung
Quéc hoic tiép xtic v6i mdt ngudi tir Trung Quéc”, khi c6 cac tiéu chi niy thi
méi dwgc 1am xét nghiém PCR. Viéc 4p dung nghiém ngit c4c tiéu chuin nay
d3 khong khuyén khich viéc xét nghiém cac trudng hop nghi ngd méc viém
phdi nhung khong cé méi lién hé ré rang nao véi Trung Qudc (didu cudi cling
s& x4y ra 6 moi noi sau khi nhitng ngudi nhiém khéng triéu chirng dAu tién
d3 1ay nhiém). Mdt bac si gdy mé ngudi Y c6 tén 13 Mattia da yéu clu xét
nghiém PCR cho bénh nhan sé 1 vi cho riing “ddy trach nhiém ctia c4 nhan
bac si va khéng gén lién véi cic hwéng din cia BO Y t8”.

VAn chwa r ly do tai sao dich bénh c6 mét su chuyén bién manh mé nhw vay
& khu vuc phia bic nudc Y, dic biét & ving Lombardy (Gedi Visual 2020),
trong khi cac khu vuc khéc, ddc biét & cac tinh phia Nam, lai khdng hodc it bi
anh hudéng. Pang chii y, hé théng y t& 6 Y dwoc van hanh theo tirng viing va
trong mot thdi gian dai, viing Lombardy d3 wu tién phat trién hé théng chim
séc strc khée chit yéu 13 tw nhan va bénh vién véi co s& ha ting vuot bac
nhung céc dich vu danh cho cong ddng lai rit nghéo nan. Chinh vi vay, khi
dai dich x4y ra, bénh nhan di nhanh chéng di dén bénh vién, ngay ca nhirng
ngudi cé triéu chirng nhe, din dén qué tai cic dich vu cip cttu va hau qua 14

COVID Reference VNM 004


https://doi.org/10.1002/jmv.25773
https://arxiv.org/ftp/arxiv/papers/2003/2003.09320.pdf
https://apps.who.int/iris/bitstream/handle/10665/330857/WHO-2019-nCoV-SurveillanceGuidance-2020.3-eng.pdf?sequence=1&isAllowed=y
https://apps.who.int/iris/bitstream/handle/10665/330857/WHO-2019-nCoV-SurveillanceGuidance-2020.3-eng.pdf?sequence=1&isAllowed=y
https://www.repubblica.it/cronaca/2020/03/06/news/l_anestesista_di_codogno_per_mattia_era_tutto_inutile_cosi_ho_avuto_la_folle_idea_di_pensare_al_coronavirus_-250380291/
https://www.repubblica.it/cronaca/2020/03/06/news/l_anestesista_di_codogno_per_mattia_era_tutto_inutile_cosi_ho_avuto_la_folle_idea_di_pensare_al_coronavirus_-250380291/
https://lab.gedidigital.it/gedi-visual/2020/coronavirus-i-contagi-in-italia/lombardia.phphttps:/goo.gl/maps/RvGQa9gEG6Sdj2iw7

40 | CovidReference.com/vn

hinh thanh c4c 8 dich lay lan tai bénh vién. Mot hé théng phi tip trung va
dwa vio cong ddng hon nhu & viing Veneto (cong véi mét chiit may min) da
c6 thé 1am giam dang ké ty 1 tir vong do COVID-19 & Lombardy. Ngodi ra, Y
di khong cap nhat ciing nhu thuye hién ké hoach phong chdng dai dich quéc
gia ndm 2006 (https://www.saluteinternazionale.info/2020/04/cera-una-
volta-il-piano-pandemico). Thiéu si chuin bi va chdng chéo trach nhiém giita
c4c bén lién quan da can tré 16n dén cach thirc tng phé dai dich & mbi viing
va chinh quyén trung wong,

Khéng sin long dé chuin bi/ phit nhan (Anh, My, Brazil)

& Anh, sw didu dong chinh tri vung vé da tri hoan viéc bit diu cic bién phap
phong téa trong hon mét tuan. Khi dich bénh ting 1én gap d6i sau mdi 7 ngay
(Li 2020), wéc tinh c6 dén 13n lwot 50% va 75% cac trudong hgp tir vong c6 thé
d3 dwoc ngin chin néu thuc hién phong téa hodc 4p dung cac bién phép gidn
c4ch xa hdi trude d6 mot hoic hai tuin. Dir liéu ban dAu tir Ireland va Vuong
qudc Anh dudng nhu chirng minh cho gia thuyét nay.

Gibng nhu Iran, noi chinh pha d3 che diy tin tic vé virus corona trong ba
ngdy nhim trdnh anh huéng dén cudc biu cir quéc hdi vao ngay 21 thang 2,
céc chinh tri gia trong nudc (BMJ, ngay 6 thing 3 ndm 2020) da lam anh
hudng dén phan tng phong chéng dich bénh & My. Céc khuyén cdo khoa hoc
tlr CDC va c4c td chirc y té cong cong qudc gia khac da bi phét 16 (The Lancet
2020). My hién 13 qudc gia c6 s ca mic va tir vong cao nhit (2 triéu ca mic va
hon 110.000 ca tir vong vio ngly 7 théng 6). Néu khong gip phai sy thiéu lanh
dao chua tirng c6 nay, thi c6 1& phin 16n nhirng cai chét tai My da dugc ngin
chin.

Brazil - ciing ching phai 13 mét vi du dién hinh vé& mét chinh pha hoat déng
hiéu qua, dit nuwdc niy dang trén dwdng tré thanh qubc gia cé s6 ngudi chét
cao thtt hai trén thé gi6i, chi sau My.

Chuén bi mét phin (Phap)

Phép 13 quéc gia da c6 sy chuln bi “mét phin” trong nd luc ngin chin dai
dich. Trong dot biing phét du tién gin Mulhouse, c4c bénh vién da bi qud tai.
Mic dit ké hoach phong chéng dich dugc cip nhit va thiét ké tbt
(https://www.gouvernement.fr/risques/plan-pandemie-grippale), nhung céc
thiét bi bao hd an toan trén toan quéc déu thibu hut; dic biét 1a khiu trang
sau quyét dinh dugc dua ra béi chinh phii ctia 6ng Hollande v@ viéc giam triy
lwong 1,7 ty khdu trang bao vé (phiu thuit va FFP2) trong nim 2009 xubng
con 145 triéu khiu trang phiu thuit vio nim 2020 (“Ching ta s& khong quan
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1y thi trudng khiu trang, né dit dé, bdi vi chiing ta phai tiéu hiy ching méi 5
nim mét 1an. Nous n’allons pas gérer des stocks de masques, c’est coiiteux, parce
qu’il faut les détruire tous les cing ans.”) (Le Monde 200506).

Tuy nhién, nh& ¢ Y, Phdp d4 c6 mét lgi thé quan trong: thdi gian. Ho d3 c6
vai tudn d& rdt ra bai hoc kinh nghiém tir céc sy kién & Lombardy, Y. Vao cui
tudn, ngdy 21 thang 3, tir ngdy ndy qua ngay khic, bénh nhan lién tuc db vao
c4c bénh vién & viing Greater Paris, s& giudng ciia don vi hoi stic tich cuc da
ting tir 1.400 1én 2.000 tir tudn trwéc. Hon nita, hai ndm trudc, trong dot tap
huin mé phéng mét cudc tin cong khing b 16n, Phép da thir nghiém viéc st
dung tau cao téc TGV dé vén chuyén ngudi bénh. § dinh diém caa dich co-
VID, hon 500 bénh nhin d3 dugc so tdn khoi cic tAm dich nhu Alsace va khu
vire Greater Paris dén céc khu vire 6 s6 ca mic it hon. Cac tau cao toc va may
bay chuyén biét d3 dugc sir dung dé van chuyén bénh nhan véi khoang cich
16n nhu Brittany va khu vwc Bordeaux & phia Tdy Nam, cach Paris 600 km va
Mulhouse 1000 km. V& mit hu can, ddy 1a mét thanh cong vi dai ctia Phap
trong viéc quan ly giwdng bénh ICU.

Poi ngii cic nha virus hoc véi chit lwgng chuyén mén cao,
mang lwéi phong thi nghiém va bac s gia dinh khdng 1
(Pirc)

Ty 1 tir vong ctia Dirc thip hon so véi cac nwde khéc. Ngudi ta cho ring 1y do
chinh cho si khac biét nay chi don gian 13 xét nghiém. Trong khi c4c qubc gia
khac chi tién hanh xét nghiém vdi s6 lwgng han ché, chi danh cho cdc bénh
nhan 16n tudi bénh ning, thi Pirc lai thuc hién nhiéu xét nghiém hon ké ca
c4c trudng hgp bénh nhe & ngudi tré tudi (Stafford 2020). Cang nhidu ngudi
nhiém khéng cé triéu chirng hodc triéu chirng nhe duoc xét nghlem ty 1é tu
vong cang thip. C4c xét nghiém PCR déng tin ciy da dwgc san xut vao cudi
thang 1 tir tAp doan Drosten tai Berlin’s Charité (Corman 2020).

Hon nita, trong hé théng y té cong céng cta Diic, xét nghiém SARS-CoV-2
khéng chi gi6i han & cic phong xét nghiém trung wong nhu & nhiéu qubc gia
khac ma né c6 thé dugc tién hanh tai cdc phong xét nghiém dat tiéu chuin
trong ca nudc. Trong vong vai tuin, céng suét tong thé dat t&i nira triéu xét
nghiém PCR m&i tudn. Ty 1 tir vong thip twong tw nhw & Han Qubc, mét qubc
gia khéc c6 ty 1é xét nghiém cao.

cudi ciing, mét 1y do quan trong khéc giai thich cho ty 1é tir vong thip & Btc
c6 thé 13 sy phan bd d6 tudi. Trong nhitng tuin diu tién, hdu hét ngudi bi
nhidm bénh dén tir cac 18 hoi hodc ki nghi trwot tuyét. Phin 16n dwéi 50 tudi
va ty 18 tir vong & nhém tudi nay thip hon rd rét so v6i ngudi cao tubi.
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Mién dich cong dong (Thuy Dién)

Thuy Pién chwa bao gid thuc sy 4p dung bién phép phong tda, chi duwa vao
ngudi dan (tw nguyén) & thuc hién gidn cich xa hdi c4 nhan ciing nhu cac
bién phép phong ngira khéc d& han ché sy lay lan ctia SARS-CoV-2. Két qua 13,
Thuy Dién c6 ty 1& tir vong 13 461 trén moét triéu dan (theo sb liéu ngy 7
thang 6 nam 2020), mét ty 1€ qua chénh 1énh khi so sanh v§i Pan Mach (101)
va Na Uy (44), khi hiu hét cic trudng hop tir vong chi xay ra tai céc vién
dudng 130 va cong ddng ngudi nhip cu. Pang chd ¥, cude khao sat khang thé
dAu tién & Stokholm cho thiy chi c¢6 khoang 7% cu dan bi nhiém SARS-COV-2
vio cui thang Tu. Té hon nita, Thuy Pién d3 ching thu dugc loi ich ndo vé
mit kinh té ké ca khi khéng 4p dung bién phap phong téa, khi ma nén kinh té
& qudc gia niy dudng nhu ciing bi anh hudng twong duwong véi cic nudc
khéc ctia chau Au (Financial Times, ngdy 10 thdng 5 ndm 2020).

Dé biét thém chi tiét vé mién dich céng ddng, hay xem Randolph 2020.

Dich bung phat mudn (Nam My)

Nhitng théang dAu nim 2020, Nam My c6 sb trudng hop mic twong ddi thép
(Haider 2020). Thuc té, dich bénh tai ddy biing ph4t mudn hon khoang 4 tuin
so véi chiu Au (xem www.worldometers.info/coronavirus). Hién nguyén
nhén ctia sw chm tré ndy vin chwa dugc rd rang, c6 thé 13 sy xdm nhip cta
SARS-CoV-2 tir khu vurc bing phat dau tién & Trung Qudc vio Nam My chdm
hon hoic do cdc yéu t6 khic (cudng d6 4nh ning mit trdi? Guasp 2020). Tuy
nhién, theo WHO, Nam M§ chwa phai la tAm dich méi cua dai dich COVID-19,
khi Brazil (374.000 trwdng hgp nhiém va hon 23.000 ca tir vong, ngly 27
théng 5) bdo c4o c6 nhiéu ca mic hon bét ki quéc gia nao khic & Nam My.

Cachly xuat sic (New Zealand, Uc)

Véi 102 tredng hgp tir vong & Uc, 21 & New Zealand va khéng cé trudng hop
tlr vong nao & vung Polynesia thudc Phap, Fiji, New Caledonia va Papua New
Guinea, Ch4u Dai Dwong 13 khu vuc it bi anh hudng nhit trén thé gidi. Su
c4ch biét vé dia 1y c6 thé gitp cac qudc gia ndy tré thanh khu vurc khong c6 ca
mc COVID ndo nita dAu tién trén thé gi6i. Du lich quéc té dén New Zealand
va Uc vin bi cAm va c6 thé phai chiu céc bién phép cich ly trong mét thoi
gian kha dai.

Két cuc chwa ré

Khé niing lay lan ctia SARS-CoV-2, céng vdi su thiéu hut cdc trang thiét bi va
phuong tién y t€ quan trong, cing v§i nhirng thich thirc trong viéc thyc hién
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céch ly quy mé 16n (Wells 2020), dwgc cho s& c6 tic dong ning né ddi véi cac
nudc chau Phi. Tuy nhién, cho dén by gi¥, nhitng du doan vin chua trd
thanh sy that. Mac du d3 c6 vai trdm truong hgp tir vong dugce bio cdo tir
mét sb it qudc gia (<10), nhung dich bénh COVID-19 & Chau Phi chwa 13 gi so
véi tinh hinh & Chau A, Chau Au va Chau My.

Tuy nhién, nén than trong trudc khi dwa ra gia thuyét vé hién twong “ngoai
18” ctia Phi Chau do céc yéu t6 nhu nhan khiu hoc (dan sb tré hon) hoic
trudc d6 d3 ‘phoi nhiém véi nhiéu mam bénh khéc nhau”. Mot vai sb liéu
chinh thirc cé thé danh gi4 thip, mot cach vo tinh hay c6 ¥, do cé nhirng tr&
ngai trong viéc bdo co. § mot s6 thanh phé, nhw Kano & Nigeria, cic vu dich
16n c6 thé d3 xay ra. Thoi bdo New York dua tin vio ngdy 17 thang 5, “rat
nhiéu bac si va y t4 da bi nhiém SARS-CoV-2 khién rét it bénh vién chiu nhan
thém bénh nhan méi”. C6 thé nhirng ngudi ddo mé sé phai lam viéc thém gid.
Tuwong tu, cic quan chirc tai Mogadishu, Somalia cho biét cong viéc chén cit
d3 ting 1én gp ba lan. Tai Tanzania, Pai siv quan Hoa Ky d3 canh béo vé nguy
co sb ca mic s& “ting truéng theo cAp s6 nhan” va cdc bénh vién da “qua tai”
& nudc nay (The Guardian, ngay 19 thing 5).

VAn con qud sém dé néi trwéc vé dién tién cta dai dich COVID-19 & Chau Phi.
Nhu minh hoa tir tinh hinh & Nam Mg, dai dich ¢6 thé bi “muén “vii tuin
hozc vai thang nhung dnh huéng van sé rat ning né.

G& bd phong téa

Trong nhirng thing t6i, tit ca cic qudc gia s& phai tim cach cin bing giita lgi
ich kinh té va sb lwgng bénh nhan ICU nim trong gi6i han c6 thé kiém soat
dwoc. Chién lugce g& bd phong téa phai ludn ludn bao gdm:

» Ting cudng ning luc xét nghiém quéc gia dé dam bao tit ca moi ngudi c6
nhu cau déu dwgc xét nghiém PCR;

« Hé théng truy vét hiéu qua;

« Niing lurc céch ly cho nhitng ngudi dwong tinh hodc ngudi ¢6 tiép xtic gin.
Khéng phai quéc gia nio ciing cé thé dap rng cic yéu cAu quan trong ndy, diy
1én méi lo ngai vé kha ning bung phét céc & dich méi. Pé tao thun lgi cho
viéc l4p danh sich nhirng ngudi c6 nguy co, mot s6 qudc gia dang xem xét
phét trién cic *ng dung dién thoai thong minh cé thé ghi nhin lich st tiép
xtc giita cac dién thoai va giri tin nhin canh bdo dén ngudi diing cé tiép xtc
gan véi cac trudng hgp duong tinh. Tuy nhién, van con nhitng tranh luin
gitra mét hé thong tip trung (noi dit liéu cd nhin sé duwgc lvu trit tai mét ser-
ver tdp trung ctia chinh pht) v4i mét hé thong phi tip trung (noi dir liéu chi
dugc lru giit trén dién thoai). Chua c6 hé thong nao dat dugc sy dong thuén,
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va tinh kha thi ciing nhu hiru ich cia céc tng dung ndy van cin phai dwoc
chirng minh.

Vao dAu thang 6 nam 2020, hiu hét cic quéc gia da bt diu binh thudng héa
va khéi phuc c4c hoat dong kinh té va x4 hdi. Bién gidi chau Au s& mé cira tré
lai va du lich dy kién ciing s& hoat déng, mic dit mirc d6 bi giam nhiéu (50%?)
so v§i cac ndm trudc.

Ao va DPirc d3 ndi 1ong cc bién phép phong toa trong khodng 6 tuln, v ngodi
mbt sb cum dich & Dirc, hién tai khéng cé diu hiéu nio cho thdy mét lan séng
dai dich tham kh8c thit hai xay ra nhu lo ngai ctia mét sb téc gia trudc d6. Y
bit dAu “Giai doan 2”, vio ngdy 4 thang 5, v4i bdn tridu ngudi trd lai lam viéc,
cé4c cira hang m& cira, néi 16ng 1énh han ché ngudi dén di chuyén, bao gdm ca
viéc thim héi ngudi than. $é lugng cac trudng hop nhiém méi va tir vong
tiép tuc giam & khip moi noi, ngoai trir & Lombardy. Tuy nhién, cic trudng
hoc s& vAn déng cira cho dén théng Chin. TAy Ban Nha ciing n6i 1ong c4c bién
phép phong tda tir ngay 2-4 thang Nam, cho phép di lai thoai mai hon va hoat
dong thé thao ngodi trdi dwgc to chirc. Phap di chdm dit mét phin phong
téa vio ngdy 11 thang 5, ngoai trir mét s6 “khu vuc d6” sé& tiép tuc thuc hién
cc bién phép kiém dich nghiém ngit, cic “khu vurc xanh 14” s& din dwgc d&
bé céc bién phép nay.

Tai Hoa Ky, céc tiéu bang da thiét 14p thoi gian biéu ciia riéng minh dé 4p
dung va néi 16ng cac bién phap phong tda, v6i xu huéng chung 13 tiép tuc
khéi phuc cic hoat dong x3 hoi madc ké sy 13y lan cha virus va ty 1é tir vong
cao do COVID-19. Chinh phi Vwong quéc Anh, qudc gia thuc hién lénh
phong téa mudn hon, ciing tuyén bd néi long cic bién phép nay vao ngay 15
thang Sau.

Thuy DPién chua bao gi& thuc sw 4p dung bién phdp phong téa, trong doi
ngudi din 4p dung cic phuong phéap gidn cach xa héi cling nhu cic bién phap
bao vé khéc. Hién nay, do ty 1¢ tir vong cao hon so véi cc nwéc lang giéng,
d4t nudc ndy dang phai chiu 4p lwc tir du lusn nhim thuc hién c4c bién phap
phong téa nghiém ngit hon.

& tht ca cac qudc gia, hdu hét céc hoat dong ciing sé dan trd lai, nhung viée
cin bing gitra t6i da héa hoat dong kinh té va tranh 1an séng COVID-19 mdi sé
cin dugc can nhic va danh gi4 cin than:

« Khuyén céo rira tay thudng xuyén, khir triing, gidn céch (ctra hang) va deo
khiu trang (trén céc phuwong tién céng cong hay nhirng noi dong ngudi
khac);
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« Gidn c4ch trong cac rap chiéu phim, sin khau va nha hat, vi xem xét cac ké
hoach gidm sat phong nglra trong trudng hgp nguwsi tham gia khong may
nhiém bénh;

« CAm céc su kién va hoat ddng déng ngudi khién moi ngudi cach nhau duéi
mot mét (su kién the thao, budi hoa nhac, san nhay, 1€ héi, quan rugu, v.v.);

« Thurc hién yéu cAu bit budc deo khiu trang & nai cdng cong (Anfinrud 2020);
« Trong trwdng hop dich bung phat tai dia phwong, khuyén cdo han ché di lai
d6i v&i ngudi dan va xem xét 4p dung cac bién phap dic biét dbi vi cdc nhém
dan s6 c6 nguy co cao (vi du: ngudi cao tudi, ngudi c6 tinh trang sirc khoe
khién ho cé nguy co mic COVID-19 ning).

Vai hoat dong vin s& bi cAm chwa biét dén khi nio, cé thé 13 dén khi vic-xin
dugc phd bien.

& mot s6 quéc gia, bao gdm ca Hoa Ky, dich bénh con lau méi két thic khi c6
nhiéu ca mic va tir vong mdi dwgc bo cédo mdi ngay. Do d6, cé vé nhur quyét
dinh g& b6 phong téa 13 do su cin thiét vé kinh té hon 13 mét 1y do dich t& hoc
théa d4ng. Trong “hiép d4u thi hai” clia tran chién séng con giita “COVID va
Nhan loai”, c4c nha kinh té dang quay lai va ghi dugc nhiéu ban hon so vdi
c4c quan chirc y té cong ddng.

Téc dong kinh té cia dai dich COVID-19 chic chin 14 chua tirng c6. Quy Tién
té Qudc té (IMF) du bdo sé& GDP toan ciu nim 2020 sé& giam xudng 3% . Trong
mdt cudc suy thodi vao thdi binh chua tirng c6 tién 1é trong gin mot thé ky,
céc quéc gia thudc khu vure ddng Euro, Hoa Ky va Vwong qudc Anh c6 thé bi
suy giam kinh té tir 5,9% dén 7,5%". Xét vé mat kinh té, xa hoi va chinh tri,
phong téa kéo dai 12 bién phép khong bén virng. Piéu di dwoc thuc hién mét
1An truéc d6 - tw cach ly dan s6 trong nhiéu thang- c6 thé sé khéng lip lai
nira.

“Gidy théng hanh COVID”

& céc qudc gia bi COVID-19 tan ph4 di déi, hang chuc nghin ngudi da chét.
Nhitng ngudi sbng sét sau khi bi bénh ning hodic c6 triéu chirng nhe hon, cé
hoic khong nhip vién, sé tao ra khang thé chéng lai virus SARS-CoV-2 (Zhang
2020, Okba 2020). Tham chi nhitng ngudi bi nhiém bénh nhung khéng cé
triéu chirng, ciing sé c6 khéng thé. D3 c6 hang triéu ngudi & Trung Qudc, Y,
T4y Ban Nha, Phép vi My c6 khéng thé SARS-CoV-2.1

1 Luwgng khi thai CO2 toan ciu gidm 17% vao dau thing 4 ndm 2020 so v&i mic
trung binh nim 2019, chi chwra bing mét nira so véi nhitng phuwong tién di
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PAu thang 6 nim 2020, chiing ta vin khéng thé chic chin lidu cic khéng thé
c6 thé bao vé co thé khéi bi nhiém tring thit phét trong bao lau. Vao ngly 24
théng 4, WHO d3 dua ra Ban Tém Lwgc Khoa Hoc véi tuyén bé ring “Khéng c6
bing chirng nio cho thiy nhitng ngudi da mic COVID-19 sé khong bi mic
bénh mét 1an nira”( WHO 200424). Tuy nhién, gin déy, cic khang thé trung
hoa chdng lai SARS-CoV-2 d4 dugc phat hién & hiu hét céc nhan vién bénh
vién dugc ldy mAu tir ngdy thi 13 sau khi xu4t hién cac triéu chirng ciia CO-
VID-19 (n = 160) (Fafi-Kremer 2020; xem Le Monde, 27 thing 5), khong c6 1y do
vi sao ho lai khéng c6, khi ma ngudi nhiém cé triéu chirng di lanh bénh, béi
dwa trén kién thirc chung v& nhidm coronavirus, hiu hét cic nha nghién ctru
déu cho ring cic khéng thé trung hoa c6 kha ning bao vé co thé. Mic dit cAn
thém nhiu nghién cttu nira dé chirng minh diéu nay, nhwng rét cé thé mét
khi d3 hdi phuc, bénh nhan sé khong d& bi nhiém SARS-CoV-2 lan thit hai,
tham chi néu bi nhidm véi tridu ching nhe, ho ciing it c¢6 kha ning lay bénh
cho nguoi khac.

Diéu nay di din dén nhitng suy dodn vé viéc c6 thé dwa ra “ho chiéu khang
thé” (antibody passport) SARS-CoV-2 hodc Gidy théng hanh COVID. Nhirng
ngudi cé khang thé trung hoa (khéng thé dugc cho c6 kha ning bao vé co thé
sau khi nhiém COVID-19 dii ¢ hay khong c6 triéu chirng va khong cé kha
ning lan truyén virus) s& dugc phép tw do di chuyén. Chile, trc va Vuwong
qudc Anh cling nhiéu qudc gia khéc, d4 cin nhic viéc thuc hién céc gidy
chitng nhan dé céng nhan mét ngudi di méc bénh va hdi phuc sau khi nhidm
COVID-19. “Chirng nhin” nay sau d6 sé€ cho phép nhitng ngudi nay tham gia
vio hoat ddng kinh té ciing nhw chim séc strc khée cho céc dbi twong cé nguy
co cao. Muc dich ctia viéc nay 12 nhidm tao ra “Ia chin mién dich” & quy mé
cong ddng, bing cach khuéch dai ty 18 twong tac giita cic ca thé da lanh bénh
vGi cac cd nhin chua r tinh trang (Weitz 2020).

chuyén trén mat dat (6 to, xe tai, xe buyt) (Le Quéré 2020). Giam hon mdot ty
tAn khi thai carbon. Vo lic cao diém, lwgng khi thai & mdi qudc gia giam
trung binh 26%, mot con sb 16n va c6 thé chua tirng dwoc thiy truéc day,
nhung chi & mirc khi thai cia nam 2006. Tac déng khi thai trong ndm 2020 sé
phu thudc vao thdi gian phong téa, véi wéc tinh thap 13 4% néu thé gi6i tré lai
binh thudng vio giira thang 6 va wéc tinh cao 13 7% néu mot sé bién phap han
ché vin con dugc 4p dung toan ciu dén cudi ndm 2020. Nhirng con sé nay c6
thé so s4nh vdi ty 1é giam cin thiét mi ndm trong nhirng thap ky tiép theo
dé han ché bién di khi hiu xudng mirc nhiét d6 toan clu chi ting thém 1,5
°C.
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VAn c6 nhitng lo ngai d4ng ké khi thuc hién viéc cAp phép, didu nay c thé
din dén sy ki thi, hay 1am giam sy binh déng trong diéu tri. Do d6, viéc cip
phép dua trén mién dich cAn dwgc thuc hién mét céch cin trong nhim dam
bao tinh dao dirc khi 4p dung vio thuc té (Persad 2020), ngugc lai phai c6 it
nhit 10 ly do chinh d4ng chirng minh gidy théng hanh COVID (hay hé chiéu
mién dich) 1 mét y twdng tdi (Kofler 2020), ma Iy do trudc hét 13 han ché
quyén tu do, cong bing va sitc khée cong dong.

Tai thoi diém hién tai, mét két qua xét nghiém huyét thanh dwong tinh véi
SAS-CoV-2 ¢6 thé hitu ich cho cdc co s6 y té dé x4c dinh dugc ngudi nio,
trong s cic nhén vién y té, dwoc phép tiép xiic gin véi bénh nhan nghi ngd
hay d4 dwgc xac dinh mic COVID-19.

Lan séng thit hai

Cho dén by gid, vio thang 6 nim 2020, 1an séng thit hai ctia dai dich COVID,
theo gia thuyét trong mét nghién ciru ctia Ferguson (Ferguson 2020; hinh 6)
van chura tr& thanh hién thuc. Nghién cttu dy doan ring mién 13 hiu hét moi
ngudi khéng cé kha ning mién dich v6i SARS-CoV-2, thi viéc d& bé cac bién
phap nghiém ngit “ yén trong nhd”, nhw gidn cach xa hoi tuyét d6i va cach
ly tai nha chic chin s& khién dich bénh biing phat trd lai.

z
”
g

——Surge critical care bed capacity

—— Do nothing

—— Case isolation, household quarantine and |
general social distancing

School and university closure, case
isolation and general social distancing |

Critical care beds occupied
per 100,000 of population

Hiqh 6. Tac dong clia cac can thiép phi dwoc pham (non-pharmaceutical inter\(entions-NPI)
nham gidm ty |é t& vong va nhu cau cham séc strc khée do COVID-19 (Nguon: Ferguson
2020)

Tuy nhién, thé giéfi da thay déi. Ngiy nay, sét, ho, mét khiru gidc va nhiéu
triéu chlrng tinh té ctia COVID thudng s& kich hoat mét loat hanh dong ngay
1ap tirc dé chitng minh hoac bac bo tinh trang nhiém SARS-CoV-2 cp tinh.
Sau d6, mot nhiém tring c4p tinh lai kich hoat mét viéc twong tw ngay lap
tirc bao gdm truy vét tiép xiic, xét nghiém va cich ly. Ngoai ra, nhidu ngudi
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sau dot bing phét dAu tién da thay ddi hanh vi va han ché cic cudc tu hop
déng ngudi. Ho da hidu ring cic bién phép gidn cich x hdi can dwgc thuc
hién song song v&i xét nghiém rong rii va truy vét tiép xic dé chim dit dwoc
dai dich (Giordano 2020 + it thuc t& hon, Peto 2020).

Mién dich cong ddng, khai niém dwoc gidi thidu rong rii dén céng chiing bsi
mét chinh tri gia ngu ngdc, sé khong cé trong chwong trinh nghi sy trong
mét thoi gian dai. Hién tai, khéng mét qudc gia ndo gin dat dugc mién dich
cong ddng ca. Ngay ca trong céc tam dich trudc diy nhw Vii Han, ty 1é duwong
tinh SARS-CoV-2 IgG chi 13 9,6% trong s6 1.021 ngudi xin cAp phép (xét
nghi o axtoaorlMosagRIENn
ctru ctia Phép du doan ty 18 nhiém bénh 13 2,8 triéu ngudi hodc 4,4% (trong
khoang: 2.8-7.2) & Phap. § Los Angeles, ty 1& lvu hanh khang thé 13 4,65%
(Sood 2020). (Va tham chi con s6 thap niy c6 thé bi sai 1&éch vi nhitng ngudi c6
triéu chirng c6 thé tham gia vio nghién ciru nhidu hon.) Mot nghién ciru vé
khang thé ctia virus corona gin d4y & T4y Ban Nha cho thiy khoang 5% dan s6
bi nhiém virus. Nhitng ty 18 1y nhiém ndy rd rang 13 chua da dé c6 thé hinh
thanh mién dich chéng lai dgt dich thit hai (Salje 2020).

Virus corona di di mo6t chang dudng dai (Weiss 2020) va sé & lai vdi chiing ta
trong mot thi gian niva. C6 rt nhiéu cau héi: Khi no ching ta sé dwoc di lai
kh3p thé gidi tu do? Nganh hang khéng s& can bao nhiéu nim & c6 thé tré vé
nhu trwdc? Liéu chiing ta sé ¢6 xu hwéng di nghi gin nha hon? Ching ta sé
deo khiu trang trong nhiéu nim? Liéu s& sém c6 bat ky 1 hdi, su kién ndo vé
dém véi ddm ddng ngudi nhay mua, la hét va ubng rwgu & bit ky thanh phé
nio trén thé gigi?

Ngudi Phép cé mét cong thire curc ki chinh x4c dé thé hién sy khéng sin long
khi séng trong mot thé giéi ma ban khong nhén ra: “Un monde de con!” (mét
thé giéi ngu ngdc). May min thay, chiing ta c6 thé buéc ra khéi sw ngu ngdc
ndy nhd vao mét cong ddng khoa hoc 16n hon, manh hon va nhanh hon bao
gi® hét. (nhan tién, liéu cic chinh tri gia hodi nghi vé khoa hoc c¢6 nén bi sa
thai? Vang, 1am on! Pén liic rdi!) Cho dén hém nay, chiing ta khong biét dai
dich s& kéo dai bao lau, v6i cudng d6 thé nio va mang dén su chét chéc ra
sao. Ching ta dang trai qua mét thdi ki nhidu bién dong va trong nhirng
théng t6i, ching ta s& cin phai linh hoat, kién cudng va séng tao, tim kiém
giai phdp ma khéng ai c6 thé nghi ra chi vai thang trwéc d6. Chic chin, khoa
hoc s& din 18i ching ta. Néu chiing ta c6 thé du hanh dén twong lai trong ba
nim t6i va doc lai cAu chuyén vé COVID-19, chiing ta s& khong tin vio mit
minh.
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2. Su lay truyén

Bernd Sebastian Kamps

Christian Hoffmann

Virus anh huéng déng ké dén strc khée con ngudi trong su twong tic véi hé
sinh théi, lich sir va cAu tric xa hdi (Chappell 2019). Trong mét thé gisi két
ndi chit ché, sy tién héa ctia vi sinh vat vA mam bénh dugc thic dy théng
qua c4c hanh vi ctia con ngudi (Morens 2013). Piéu ndy da dwoc thé hién ré
rang qua dai dich SARS ndm 2003 (Kamps-Hoffmann 2003), sy bung phét cta
Hoi chirng H6 hép Trung Déng Virus Corona (MERS-CoV) (Zaki 2012), dai dich
Ebola 16n cudi cling & Ty Phi (Arwady 2015, Heymann 2015va dich Zika nim
2015-2017 (Fauci 2016). Trong ciing khoang thdi gian, nhidu ching virus gay
bénh dudng hé hip cé ddc lwc cao hon d3 xuét hién - virus ctim H5N1, lao,
virus cm H7N9 gia cAm (Kamps-Hoffmann 2006, Jassal 2009, Gao 2013).

Virus

SARS-CoV-2, Hbi chirng H6 HAp C4p Tinh Ning Do Virus Corona 2, 13 mét “ké
giét ngudi khé dodn” véi kha ning lay truyén cao (Cyranoski 2020) da lam
cho mét nira nhan loai, 4 ty ngudi, phai & nha va0 diu mia xuin nim 2020.
Cin bénh nhanh tréng try thanh dai dich (Google 2020). 6 hau hét cic trudng
hop, céc triéu chirng khong hodc it xuit hién hodc tw gidi han béi chinh
ngudi bénh. Mot bd phan ngudi nhiém cé nhirng triéu chirng ning va déi khi
kéo dai (Garner 2020). Khoang 10% s6 ngudi mic bénh cin dwgc chim séc y té
va khoang mét phan ba trong s6 d6 can diéu tri tai don vi hdi strc tich cue. Ti
18 tir vong chung ctia SARS-CoV-2 dudng nhu nho hon 1%.

Céc virus virus corona cé dang khéi ciu nhé khoang 70 dén 80 nanomet (mét
phin triéu milimet) trén kinh hién vi dién tir mit cit mong (Perlman 2019).
So v&i kich thuwde clia con ngudi, SARS-CoV-2 nhd nhw mét con ga so v§i Trai
d4t (El Pafs). Gibng cac lodi khac, muc dich ton tai ctia chiing 13 d sinh s6i nay
né, vi du nhw ngwdi tinh khén H. sapiens, nhitng nguwdi da thanh cong trong
viéc sinh séng & hau hét moi noi trén thé gidi. Pdi khi dé thuc hién muc dich
ndy, chiing gay ton hai téi cic loai khéc. Cho dén nay, SARS-CoV-2 dudng nhu
da dat duwgc muc dich ndy. Pén ngdy 7 thang 6, chi mét sb it qudc gia tuyén bb
da tranh dugc dai dich.

Suw léy lan ra toan ciu ctia SARS-CoV-2 ¢6 nhiéu ly do. Loai virus corona méi
sinh séng trong hé théng h6 hip ciia con ngudi va truyén tir ngu’dl nay sang
ngudi khac khi ngudi mang virus ho, hit hoi, la hét va néi. N6 tdn tai dugc &
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ca viing khi h4u lanh 1n viing khi hiu 4m 4p, va didu quan trong nhit ciing 1
didu khéc véi hai loai virus corona chét ngudi khac (SARS-CoV va MERS-CoV),
SARS-CoV-2 ¢6 thé truyén bénh trudc khi khéi phat triéu ching & ngudi diu
tién (xem bén dwéi, Nhiém triing khéng triéu chirng, trang 83). Khéng con
nghi ngd gi nira, SARS-CoV-2 dang trong giai doan thuan lgi - it nhét cho dén
khi céng ddng khoa hoc phét trién duwgc mét loai vic-xin an toan va hiéu qua
(xem chwong Mién dich hoc, trang 125).

SARS-CoV-2 va ho hang ctaa né

SARS-CoV-2 12 mét loai virus corona gidng

* SARS-CoV (gly ra dich ndm 2002/2003),

« MERS-CoV (gdy ra Hi Chling H6 Hap Trung Déng),

« Vi mét nhém dwoc goi 1a CAR virus corona (gdy Bénh viém phdi mic phai &
cong ddng do CoVs : 229E, 0C43, NL63, HKU1) giy ra 15 dén 30% cam lanh
thong thuong.

Céc virus nhém CAR c6 kha ning lay truyén cao va gy ra khoang 15 dén 30%
c4c ca cam lanh théng thudng, dién hinh 13 trong nhitng thdng mua déng.
Ngugc lai, SARS-CoV vi MERS-CoV ¢6 ty 1& tir vong lan lugt 13 10% va 34%,
nhung chiing chwa bao gi trd thanh dai dich. Tir quan diém virus hoc, SARS-
CoV-2 12 mét “siéu sao” trong ho virus corona: né 1a su két hop giira kha ning
1ay lan cao va ty 18 méc bénh ciing nhu tit vong cao.

SARS-CoV-2 13 mot loai virus gidng nhw cac loai virus thong thudng gay ra
bénh & ngudi nhu viém gan C, viém gan B, Ebola, ciim va virus giy suy giam
mién dich & ngudi. (Lwu ¥ ring sw khac biét giira chiing 16n hon s khac biét
gitta ngudi va loai amip). Ngoai trir bénh cim, nhirng virus nay khé lay
nhiém & ngudi hon SARS-CoV-2. Virus viém ! gan C (HCV), nguyén nhan giy
bénh gan man tinh va thudng tir vong, cha yéu lay qua qua c6 phoi nhidm véi
mdu, bdi cic thuc hanh y khoa khong an toan va, qua quan hé tinh duc (it
thudng xuyén hon). Virus gay suy giam mién dich & nguwdi (HIV), ngoai lay
nhiém qua dudng mau va me sang con, quan hé tinh duc 13 mét con dwdng
lay truyén manh mé. Virus viém gan B (HBV) tham ch{ con c6 kha ning lay
lan hon HCV va HIV vi dugc tim thiy trong mau, dich tiét ¢b tir cung, tinh
dich, nwéc bot va nwéc mit véi hidu gia cao; thim chi mdt lugng nhé mau
hoic dich tiét bi nhiém bin ciing c6 thé truyén virus. Méi trudng 1y twéng
cho HBV l4y nhim bao gdm, trudng hoc, co quan, tru s& va bénh vién noi c6
nhiéu ngudi tiép xdc gln giii va lau dai.

Pang chii ¥, ngoai HIV, viém gan B va C, da s6 cic bénh do virus khong c6
thudc diéu tri. Vi du, khéng cé phuong phép diéu tri bénh séi, bai liét hay dau
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miia. DSi v&i bénh ciim, nhiéu thap ky nghién cttu da cho ra hai loai thudc cu
thé nhung vin chua thé chitng minh ching 1am giam ty 18 tir vong - mic dt
d3 thir nghiém trén hang ngan bénh nhan. Sau 35 nim nghién citu, vin chua
c6 vic-xin & ngin ngira nhidm HIV.

Sinh thai hoc ctia SARS-CoV-2

SARS-CoV-2 tdn tai vi ndng d6 cao & dwdng hé hap trén va dwéi (Zhu N 2020,
Wang 2020, Huang 2020). Virus ndy ciing di dugc tim thiy & than, gan, tim,
no va méu mic dit c6 ndng do6 thip (Puelles 2020). Bén ngodi co thé ngudi,
virus c6 thé dwgc phét hién 1én dén 3 gi dwéi dang khi dung (trong khéng
khi), 24 gi& trén t4m bia céc-téng va hai dén ba ngdy trén nhua va thép khéng
gi (van Doremalen 2020). Mdt nghién citu khac ghi nhan sy lay truyén & nha
vé sinh (bdn cAu, bdn rira va tay nim cira) va quat théng gié (Ong SWX 2020).
Diéu ndy twong ty vdi kinh nghiém tir MERS, ndi cé nhiéu bé mit méi trudng
xung quanh phong bénh sé& d& lay lan MERS-CoV, bao gdm nhitng chd thudng
xuyén dugc bénh nhén hodc nhan vién y té cham vio (Bin 2016).

Lay truyén tir ngudi sang nguoi

L4y truyén SARS-CoV-2 tir ngudi sang ngudi duge chivng minh trong vong
vai tudn sau khi cdc truedng hop dau tién dugc x4c dinh (Chan JF 2020, Rothe
2020). Ngay sau d6, cé ¥ kién cho riing ngudi bénh khéng triéu chirng cé thé
s& chiém mét ty 1é dang ké trong sb cac ca lay nhiém SARS-CoV-2 (Nishiura
2020, Li 2020). Tai lwong virus c6 thé cao tir 2-3 ngly trudc khi xuit hién triéu
chitng v gAn mét nira s ca méc thi phét dugc quy cho bénh nhan khéng cé
tién triéu ching (He 2020).

Mbt yéu t6 quan trong vé kha ning 1iy bénh ciia SARS-CoV-2 12 ndng d6 virus
cao & duwdng ho hap trén (Wolfel 2020), ngay ca & nhirng bénh nhén cé chi c6
triéu chirng nhe. Virus c6 & hong vdi s6 lwong 16n trong tuin dau tién xuit
hién triéu chirng, dat dinh & mirc > 7 x10° ban sao RNA trén bénh phdm hong
vio ngdy thit 4. Virus dwgc phan 1ap dé dang tir c4c miu bénh phim cé ngudn
gbc tir cb hong hoic phdi. Piéu nay khéc véi SARS-CoV, sw nhan 1én ciia SARS-
CoV-2 xéy ra cha yéu & dwdng hé hip dwéi (Gandhi 2020); trong khi SARS-
CoV va MERS-CoV lay nhiém cho céc té bao biéu mé trong phdi nhiéu hon cac
té bao ctia dwdng hé hip trén (Cheng PK 2004, Hui 2018).

RNA virus dugc thai ra trong dom c6 vé tdn tai dén khi hét triéu ching va
chuyén dbi huyét thanh khéng phai lic nio ciing theo sau béi sy sut giam
nhanh chéng tai lwgng virus (Wolfel 2020). Diéu ndy trai nguwgc véi bénh cim,
ngudi mic bénh khéng triéu chirng thudng c6 tai lwgng virus thip hon trong
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dich tiét tir dwdng hd hip trén so véi dudng hd hip dwéi va thdi gian thai
virus ngin hon so véi ngudi cé triéu chirng (Ip 2017).

Pudng truyén

Céc giot bin va khi dung tir dwong hd hip

SARS-CoV-2 lay lan chu yéu qua céc giot bin chira virus khi ho, hit hai, hoic
khi moi ngudi néi chuyén véi nhau & khoang cich gin (thwdng dudi mot
mét) (ECDC 2020, Chan JF 2020, Li Q 2020, Liu Y 2020). Nhitng giot bin nay sau
d6 c6 thé dwoc hit vao phdi hoic bam trén cic bé mit cé thé phat hién téi da
trong 1én dén bén gid trén ddng, 24 gi¥ trén tAm cdc-tong va hai dén ba ngly
trén nhua va thép khéng gi (van Doremalen 2020). Nhirng ngudi khéc c6 thé
tiép xtc vdi nhirng giot ndy va bi nhidm sau khi cham vao miii, miéng hosc
mit.

SARS-CoV-2 tirng dugc cho liy truyén cha yéu qua cac phan tir giot bin c6
kich thudc 16n véi dwdng kinh> 5-10 um, dwgc goi 1a giot bin dwdng hé
hép, ching sé rai xubng dit do lic hip din. Trong giai doan du cua dai dich,
nhiéu y kién cho ring SARS-CoV-2 KHONG truyén dugc qua cac hat nhé véi
dwong kinh <5um, dwgc goi 12 giot bin li ti hoic khi dung. Tuy nhién, gin
day, mot s6 tac gia da 1én tiéng lo ngai ring, SARS-CoV-2 ciing c6 thé lan
truyén qua khi dung. Ho chi ra trong sudt dai dich SARS nim 2003, sy lay
truyén qua dudng khong khi dudng nhu 1a mét 18i giai thich hop 1y cho vu
dich Amoy Garden. Virus dwgc phun ra trong pham vi cic phong tim nho va
c6 thé d3 bi hit, nubt hoic lay truyén gian tiép khi tiép xic véi cic vat dung bi
dinh céc hat khi dung khi roi xudng (WHO 2003). C4c téc gia khéc cho ring
'Hé théng swdi, thong gi6 va diéu hoa khéng khi' (HVAC) c6 thé gitip virus lay
lan khi khéng dugc sir dung ddy du, nhu goi ¥ tir cdc mé ta & Nhat Ban, Dic
va Tau du lich Diamond Princess (Correia 2020, Gormley 2020). Trong thuc té,
SARS-CoV-2 di dwgc chitng minh 13 c¢6 thé phat hién duéi dang khi dung
(trong khéng khi) trong téi da ba gi¢ (van Doremalen 2020) va trong khu vurc
nha vé sinh ctia bénh nhan (Liu Y 2020).

Céc thi nghiém hd trg cho nhitng méi lo ngai nay dén tir cic nghién ctu tai
hién sy hinh thanh giot bin thoat ra tir miéng trong cic phan trng manh tir
duwong hé hép nhu ho va hit hoi (Scharfman 2016, Bourouiba 2020; xem thém
video). Nhirng nghién ctru ndy cho thiy thdi gian tdn tai ctia giot bdn c6 thé
lau hon déng ké so véi céc gia dinh trwéc ddy. Khi phén tich sy tin xa 4nh
sang laser ¢ d6 nhay cao, ngudi ta phét hién ra tiéng néi 16n c6 thé phét ra
hang ngan giot bin 1éng trong mot gidy ton tai trong khong khi trong vai
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phiit (Anfinrud 2020, Stadnytskyi 2020;; xem thém cdc bd phim cho théy vé
thir nghiém). Tiéng la hét Am T va dai ding thudng thiy trong méi trudng
khéng khi dn 30, kin va ti dong (co s& déng gbi thit, vii trudng, quan rwou,
...) hién dugc cho 13 tao ra cling s6 lwong giot bin nhu liic ho (Chao 2020). Lyi
néi va cac hoat déng thanh nhac khac nhu ca hét cling d3 dugc chirng minh
13 tao ra cdc hat khi, véi téc d6 phat ra twong tng véi d6 to ctia giong néi
(Asadi 2019). Khéng gian cdng cong cé kich thuwdc nho (vi du, phong vé sinh
hoic thang mdy) dugc cho 12 méi trudng thuan lgi ctia vu dich & On Chau,
Trung Qudc (Cai J 2020). Péng chii ¥, mét s6 8 dich hién nay c6 lién quan dén
cac dan hgp xuwéng & Ha Lan, Dirc va My (Hamner 2020) (xem thém chwong
Dich t& hoc, trang 19).

Hinh 1. Sy lay truy&n cda virus dwéng hd hap.1) Sau khi ho, hét hoi, la hét va tham chi sau
khi néi - d&c biét khi néi Ién, nhirng giot I&n (mau xanh la cay) roi xuéng dat xung quanh
cau bé. 2) Ngoai ra, mot sb giot ban, dG nhé va nhe (mau dd), dwoc truyén di trong khéng
khi v&i khoang cach xa hon. Liéu dwéng truyén tht hai — théng qua cac hat khi dung - c6
phai 1a dwong lay truyén dich t& trong dai dich SARS-CoV-2 hay khéng. Chuyén thé tiy
Morawska 2020. Hinh &nh: Félix Prudhomme; YouTube: IYENSS. (Minh hoa nay theo gidy
phép mién phi néu dung.)

Cau héi liéu SARS-CoV-2 chi dwgc truyén qua cac giot bin tir dwdng hé hip
(xem thi nghiém lay truyén gin diy giita chuét hACE2; Bao L 2020) hay con
qua hat khi dung, rit quan trong d& 4p dung céc bién phap phong ngira trong
twong lai. Trudc day, cac khuyén cdo du phong vé rira tay thudng xuyén va
duy tri khoang céch it nhit mét mét (twong dwong chiéu dai cnh tay) 1a da
(WHO 2020a). Tuy nhién, trong trudng hop sy lay truyén qua cdc hat khi
dung véi khoang c4ch nhiéu mét dugc chirng minh, céc bién phép gidn cich
hién tai sé cin dugc diéu chinh, v6i nhirng téc dong sdu rong dén dvi sbng
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vin héa va kinh té (nha hat, rap chiéu phim, nha hang, quin rugu, cira hang,
v.v.). Mt s6 tac gia kéu goi chinh quyén qudc té va qudc gia thira nhan thuc
té ring virus cé kha ning lay lan qua khong khi va khuyén nghi thuc hién cc
bién phép kiém so4t thich hgp dé ngin chin sy liy lan ctia SARS-CoV-2
(Morawska 2020), bao gdm deo khiu trang moi liic & nhitng noi gin nhirng
ngudi nhiém va théng gié dly du cho cic khong gian kin (Somsen 2020) noi
nhirng nguwdi mic bénh hoic nghi ngd mic tirng lui t&i (Meselson 2020).

Bing chirng hién tai vé liy truyén qua khi dung va nhirng khuyén céo du
phong di dugc Prather et al. tém tit trong nim cAu: “Nhiém triing hé hip
xay ra qua viéc lan truyén céc giot chita virus (> 5 dén 10 ym) va céc hat khi
dung (s5 um) thodt ra tir nhitng ngudi mic bénh khi thé, néi, ho va hit hoi.
Céc bién phép kidm so4t bénh hé hip truyén théng dwoc dwa ra nhim giam
lay truyén qua cic giot bin dugc tao ra khi ngudi bénh ho va hit hoi. Tuy
nhién, dudng nhw moét ty 1& 16n sy lay lan ciia COVID-19 xay ra qua viéc lan
truyén hat khi dung dwoc tao ra trong khi thé va néi ciia ngudi bénh khéng
triéu chirng (Morawska 2020, Anderson 2020, Asadi 2019). C4c hat khi dung cé
thé tich tu lai, duy tri sy lay nhiém trong nha sau nhiéu gi& va d& dang bi hit
sau vao phdi. P& x3 hdi tré lai binh thuwdng, cn thwc hién cdc bién phap
nhim giam lay truyén qua khi dung, bao gdm deo khiu trang thudng xuyén
va xét nghiém dai tra dé xac dinh va c6 14p cic ca bénh khéng triéu ching
(Prather 2020).”

Vat trung gian truyé“:n bénh

Hién tai vin chua r6 liéu su truyén bénh qua cdc vét trung gian va mirc d6 1ay
lan ctia né (vi du: niit thang mdy, tay vin, vi vé sinh) ¢6 lién quan dén dich t&
hoc hay khéng (Cai J 2020). (V4t trung gian truyén bénh c6 thé 13 bat ky vat vo
tri vb gidc ndo ¢ thé truyén bénh cho ngudi khac, khi phoi nhidém hoic tiép
xlic vdi cac tic nhan gy bénh nhu virus).

Me sang con

Me sang con dudng nhu khéng phai 13 con dwdng lay truyén chinh ctia SARS-
CoV-2. C6 mdt béo céo vé mot tré so sinh c6 khéng thé IgM SARS-CoV-2 ting
cao di phoi nhiém trong 23 ngay ké tir liic ngwdi me duwgc chin dodn COVID-
19 cho dén khi sinh (Dong L 2020). Tuy nhién, khong cé bing chitng cho thiy
c6 su lay truyén qua tir cung & mot nghién ciru khac gdm chin phu nit mic
viém phdi COVID-19 & cudi thai ky (Chen H 2020).
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Sinh thudng qua dudng 4m dao (n = 24) so vdi sinh md tu chon (n = 16) d3
dwoc dé cip trong mdt nghién ciru & Bic Y. Mot dira tré so sinh cé két qua
dwong tinh sau khi sinh md.

C6 hai phu nit mic COVID-19 & giai doan sau sinh d4 cho con bt ma khong
deo khiu trang; nhirng dira tré ndy sau dé dugc xét nghiém duong tinh véi
SARS-CoV-2. Céc téc gia két luan ring, mic dit khong thé loai trir nhiém tring
sau sinh mot cich chic chin 100%, nhung sinh thudng & 4m dao c6 thé cé
nguy co lay truyén SARS-CoV-2 (Ferrazzi 2020).

C6 it nhét hai trudng hgp SARS-CoV-2 di dwgc tim thiy trong sita me (Wu Y
2020, GroR 2020). Ké tir thang 5 nim 2020, Hiép hdi So Sinh Y (SIN), dwoc Lién
Doan céc Hiép hdi So sinh & Chu sinh Chau Au (UENPS) tdn thanh khuyén c4o
nén cho con bt néu ngudi me da tirng dwong tinh véi COVID-19 hodic dang bi
nghi ngd mic bénh ma khdng cé triéu chirng hodc cé triéu chirng nhe lic
sinh. Ngwoc lai, néu ngudi me mic COVID-19 qué ning dé cé thé chim séc
cho tré, tré nén dwgc chim séc riéng va cho con bi sita me méi vit (Davanzo
2020, Davanzo 2020b [tiéng Y]). Hwéng din ndy c6 thé thay dbi trong nhitng
thang tdi.

Phén va nwéc tidu

Mic dit cho dén nay chwa cé trudng hop lay truyén SARS-CoV-2 ndo qua
duwong phin miéng dugc bdo cdo, nhuwng mot nghién ciru tir Chu Hai da ghi
nhan sy hién dién lau dai cia RNA virus SARS-CoV-2 trong cic miu phan. 41
(55%) trong s6 74 bénh nhan c6 miu phin duong tinh véi RNA SARS-CoV-2,
c4c mAu bénh phdm dudng hé hip vin duong tinh véi RNA SARS-CoV-2 trong
trung binh 17 ngay; miu phén vin duong tinh trong trung binh 28 ngay sau
khi khéi phat triéu chirng (Wu Y 2020). § 22/133 bénh nhan, SAR- CoV-2 vin
dwoc phat hién trong ddm hoic phan (twong trng 1én dén 39 va 13 ngiy) sau
khi bénh phém hiu hong 4m tinh (Chen 2020).

Cho dén khi c6 bing chirng trai ngwoc, khong nén loai trir kha ning lay
truyén qua duwdng phan-miéng. C4c bién php phong ngira nghiém ngit phai
dugc tuan tha khi xtr 1y phin ctia bénh nhan bi nhiém virus corona. Nudc
thai tir bénh vién ciing cin dugc khir tring diing (Yeo 2020). May mén thay,
thudc sat triing va chit khir tring nhu ethanol hoic thudc tiy ¢6 hiéu qua tét
dbi véi virus corona & ngudi (Geller 2012). Trong dich SARS-CoV nim 2003,
SARS-CoV di dwgc chitng minh c6 thé séng sét trong 14 ngiy & 4°C va trong 2
ngly & 20°C (Wang XW 2005), cac diéu kién méi trudng cé thé gép phin vao
sw lay truyén cta virus.
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Ché phim ctia mau

SARS-CoV-2 hiém khi dwgc phat hién trong méu (Wang W 2020, Wolfel 2020).
sau khi sang loc 2.430 méu hién ting trong thdi gian thuc (1.656 miu tiéu cAu
vA 774 miu mau toan phin), cc tdc gia tir Vii Han d4 tim thiy cic miu huyét
twong dwong tinh véi RNA virus tir 4 ngudi bénh khéng triéu chirng (Chang
2020). Hién van chua ré liéu phat hién dwgc RNA virus cé nghia 13 d3 mic
bénh hay khong.

Trong mét nghién citu ciia Han Quéc gdm bay ngudi hién mau khong triéu
chitng sau d6 dwgc xac dinh mic COVID-19. Khong ai trong s 9 ngudi nhin
tidu cAu hodc héng cAu duong tinh v4i RNA SARS-CoV-2 (Kwon 2020). Cin cé
thém c4c théng tin trudc khi khing dinh truyén méu ctia bénh nhan COVID-
19 1a an toan.

Lay truyén qua dwdng tinh duc

VAn chwa biét liéu lay truyén don thuin qua dwdng tinh duc cé kha ning gy
bénh hay khong. Liy nhiém qua vat trung gian va giot bin tir dwdng hé hap
trong ltic quan hé tinh duc dugc cho ¢6 nhidu kha ning hon.

Ché va meo

SARS-CoV-2 c6 thé truyén cho méo va ché. Khi dugc tiém SARS-CoV-2, ba con
méo di truyén virus cho ba con méo khéc. Khéng con méo ndo cé triéu
chitng, nhung tht ca virus khéng con trong 4 dén 5 ngly va hiéu gia khing
thé dugc phat hién vao ngay thi 24 (Halfmann 2020). & mdt nghién ctru khic,
hai trong s& mudi 1im con ché tir céc gia dinh ¢6 ngudi mic COVID-19 & Hong
Kong dwoc phat hién mic bénh. Trinh tu di truyén cta virus tir hai con ché
gibng hét virus tuwong trng véi tirng ngudi (Sit 2020) VAn con qué sém dé b1et
ché va méo c6 phai 12 vat chi trung gian tiém 4m trong chudi lay truyén
ngudi-tht cung-ngudi hay khong.

Yéu t6 13y truyén
L4y truyén virus tir ngudi ndy sang ngudi khac phu thude vio bén yéu t6 sau:
1. Ban chét cia virus;
2. Bén chit ciia vat/ dwdng truyén;
3. Ban chét cua d6i twong cam thu (ngudi s& bi mic bénh)
4

Hoan canh ly truyén;
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Virus

pé tiép tuc tOn tai va tién héa, tAt ca cic virus phdi vugt qua hang loat
chuéng ngai. Dau tién chiing phai gin vao té bao; hop nhit véi mang té bio;
giai phéng axit nucleic vao bén trong; tao ra cac ban sao ctia chinh né; va mét
s6 ban sao thoat ra khoi té bao dé lay nhiém nhirng té bao khac. Ngoai ra,
virus & dwdng hé hip phai 1am cho vat chii bi ho va hit hoi thi ching méi tré
lai dwgc méi trudng bén ngodi. Ly twéng nhit 13 didu ndy xay ra trudc khi vat
cha biét dwgc ho d3 mic bénh. bidu niy that déng kinh ngac vi SARS-CoV-2
giéng nhu mét doan mi mdy tinh hon 13 mét sinh vat sbng in sensu strictu
(30.000 ciip bazo DNA ciia né chi 14 mi di truyén thir 100.000 trong b gen ciia
con ngudi). Pidu nay khéng thé ngin can virus phat trién manh mé:

« N6 gdn vao thu thé cta enzyme chuyén angiotensin 2 (ACE2) ctia con ngudi
(Zhou 2020), enzyme nay khong chi xuit hién & niém mac miii hong va hiu
hong, ma con trong cac té bao phdi, nhu céc té bao phé nang loai II. Nh& vy,
SARS-CoV-2 phdi hop ca 2 dic tinh, tdc d6 lay lan cao ctia virus corona NL63
théng thudng (nhiém tring dudng hé hip trén) va mirc d6 ning cia bénh
SARS nim 2003 (duwdng hd hép duéi);

« Thoi gian G bénh twong d6i dai khoang 5 ngly (ciim chi 6 1-2 ngay), tir d6
gitip virus ¢ nhiéu thdi gian dé lay truyén hon.

» Ngudi lanh mang bénh 13 mét yéu t6 14y truyén.

Nhu d3 d@ cip & trén, SARS-CoV-2 c6 thé tdn tai trong nhiéu ngly (van
Doremalen 2020). Nhitng yéu t6 méi trudng cé thé anh hwéng dén sy ton tai
ctia virus & bén ngodi co thé ngudi sé dwgc thao luin dwéi day (trang 87).

Céc yéu té quyét dinh vé virus hoc it nhiéu anh huéng dén sy lay truyén
thanh céng ctia virus SAR-CoV-2 vin chwra dwgc hidu dly du.

Ngudi truyén bénh

S 1y nhiém dudng nhu dat dinh hoic trirdc khi khéi phét triéu chirng (He X
2020), véi khodng mét nira cac trudng hgp mic thir phat c6 thé bi 14y nhiém
trong giai doan trudc khi cé triéu chirng. Thoi gian G bénh trung binh khoang
5 ngly (Lauer 2020, Li 2020, Zhang ] 2020, Pung 2020), giéng véi virus giy ra
dich SARS hodc MERS (Virlogeux 2016). HAu hét nguwdi mic bénh c6 triéu
chitng s& khdi pht triéu chiing trong vong 14 ngay ké tir khi nhidm bénh, rit
hiém cé ngoai 1& (Bai Y 2020).

Hién tai vin chwa thuc sy r6 vé mdi twong quan giita liy truyén SARS-CoV-2
véi cac dic diém cta ngudi truyén bénh:

* b6 ndng cla triéu chirng;
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« Ndng db virus & dudng hd hip trén va dwéi;
* RNA ctia SARS-CoV-2 trong huyét thanh;

e - Trong twong lai: tai lwgng virus sé giam khi dugc diéu tri thubc (nhu &
nhitng ngudi dwgc didu tri HIV) [Cohen 2011, Cohen 2016, LeMessurier
2018])

Twong quan gitta sy 14y nhiém SARS-CoV-2 véi tinh trang siéu lay nhiém con

chura dugc x4c dinh ré rang & ngudi bénh. Khong rd 1y do tai sao mot sb

ngudi - dugc goi 12 siéu lay nhiém - c6 kha ning ly nhiém rit dang ké cho
hang chuc hodc hang trim ngudi, cé thé bsi vi ho thd ra nhiéu hat hon
nhirng ngu¢i khac khi néi chuyén (Asadi 2019), la hét, ho hoadc hit hoi.

Su lay truyén xay ra nhiéu hon khi ngudi bénh c6 it hoic khéng c6 triéu

chtrng. Lay nhiém khéng triéu chirng ctia SARS-CoV-2 di dwgc ghi nhan

xut hién sau vai tuln tir khi dai dich bit dAu (Bai Y 2020) - duwgc xem nhu 13

g6t chan Achilles ctia dai dich COVID-19 (Gandhi 2020). Khi dgt bung phat

xudt hién tai mét co s& diéu dudng, ty 1é ngudi bénh khong triéu chirng c6
thé 1én dén 50% & giai doan sém (Arons 2020); tuy nhién da s6 sau d6 s& xuit
hién mot s6 triéu ching. Pidu quan trong 13 tai lwgng virus SARS-CoV-2 &
nhitng ngudi cé triéu ching dién hinh va khéng dién hinh tuong dwong véi
nhirng ngudi khéng c6 hodic ¢6 rét it tridu chirng. 17 trong sé 24 mAu bénh

phim (71%) tir nhitng ngudi tién tridu chirng cé thé nudi ciy dugc virus sau 1

dén 6 ngay trwéc khi khdi phat tridu ching (Arons 2020), goi § SARS-CoV-2 ¢6

thé dwoc thai ra v6i ndng d6 cao trudce khi khéi phét triéu chirng. Ngudi ta
cho ring khoang 50% truwdng hgp lay nhiém xay ra thong qua liy truyén tién

triéu chirng (He X 2020).

Mtrc d6 déng gbp clia tré em vao s lay lan ctia SARS-CoV-2 trong cong dong

1a chura r3. Tré so sinh va tré nhé thudng cé nguy co cao bi nhiém tring

dwdng hé hip. Su non nét ctia hé midn dich & tré so sinh c6 thé 1am thay ddi

h4u qua khi méc virus va dugc cho 13 gép phan gy ra céc dot nhiém cim

hoic nhiém virus hop bao hé hip ning & ltra tudi nay (Tregoning 2010). Mai
cho dén bay gid, c6 mét sw ving mit déng ngac nhién caa cac sb liéu vé bénh
nhi mic COVID-19, diéu nay khién c4c béc si1am sang, nha dich t& hoc va nha
khoa hoc béi rdi (Kelvin 2020). Viéc phét hién ra Hoi Chirng Viém Da Hé G Tré

Em (PIMS) trong nhiém SARS-CoV-2 (Verdoni 2020, Viner 2020, ECDC ngy 15

théng 5 nam 2020) d3 giy ngac nhién, thuc té 13 tré em dé bi 1ay nhiém SARS-

CoV-2 nhung thudng khéng cé tinh trang ndi bat 1am ting kha ning tr&

thanh ngudn iy nhiém quan trong va khuéch tén virus trong céng dong.

Thét 13 mét nhu ciu cép thiét trong viéc didu tra thém vai trd cia tré em

trong chudi lay truyén SARS-CoV-2 (Kelvin 2020).
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SARS-CoV-2 6 kha niing truyén cao, nhung trong hoan canh phit hop va thuc
hién t6t cic bién phdp phong ngira, ching ta c6 thé dat dwgc trang théi
khéng 1ay nhiém. Trong mot béo cdo, khong cé bing chirng 1ay truyén cho 16
ngudi cé tiép xiic gin, trong s6 d6 c6 10 ngudi cé nguy co cao, tir mdt bénh
nhin mic bénh nhe va xét nghiém dwong tinh 1én dén 18 ngdy sau khi chin
doan (Scott 2020).

Péi twgng cam thu

Khi phoi nhiém v6i SARS-CoV-2, virus ¢6 thé bim vio cdc té bio ciia dwdng
hé hép trén hoic dudi ciia nguwdi bénh. Nhidu co ché xdm nhép té bio cua
SARS-CoV-2 di dwoc chirng minh gép phan vio sy trén trénh mién dich, lay
nhiém té bao va lan truyén rong rai cia SARS-CoV-2 (Shang J 2020). (Co ché
bénh sinh ctia COVID-19 s& dugc thao ludn trong chwong Tai liéu tham khao
COVID riéng biét.) Tinh nhay cam d6i v6i SARS-CoV-2 c6 thé bi anh huéng béi
kiéu gen ctia vat cha (Williams 2020). Diéu niy c6 thé giai thich ty 1& cao mic
COVID-19 ning & nam giGi (Piccininni 2020) va qué trinh bénh gidng nhau &
mét s6 cip song sinh & Anh (The Guardian, ngly 5 théang 5 nim 2020).

Mbt ty 1& 16n ngudi bénh cé huyét thanh SARS-CoV-2 chita cic té bao T phan
{rng vdi virus. Didu ndy dugc giai thich 13 do su phoi nhiém trudc d6 véi cac
loai virus corona khic (cdc loai virus corona cam lanh théng thudng) cé
protein rt giéng véi SARS-CoV-2. Hién vin chua rd lidu cic té bao T phan
trng chéo ndy c6 mang lai kha ning bao vé hay khéng, cé nguy hiém hoic
thim chi kha ning giy hai néu ai d6 c6 cic té bao nay bi nhiém SARS-CoV-2
(Braun 2020, Grifoni 2020).

Kiéu gen “dtng” c6 thé khéng du trong trudng hop 6 sy phoi nhidm 1én, vi
du nhiéu ngudi mic bénh va, nhiém nhiéu 1an c6 thé xay ra, vi du trong cac
co s& chim séc strc khée bi qué tai trong thdi gian dAu cua dai dich. Kién thic
tlr cdc bénh truyén nhidm khac cho thiy tai lugng virus c6 thé anh huwéng
dén ty 16 mic va mirc d6 ning ctia bénh. Miic di bing ching con han ché
nhung ty 1&6 mic cao & cic nhan vién y té dwoc cho 13 do tiép xitic thudng
xuyén hon véi bénh nhan mic bénh va véi chit bai tiét c6 tai lwgng virus cao
(Little 2020).

Hoan canh lay truyén

Hoan canh lay truyén, vi du, noi thuc su xay ra su lay truyén SARS-CoV-2, 13
yéu to cudi cung trong chudi lién tiép cic yeu to dan dén sy ldy nhiém & mot
cé4 thé. Mat d6 dan so cao tao diéu kién cho dich bénh lan réng manh mé (xem
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thém chuong Dich t& hoc, Céc diém néng 14y truyén, trang 20) 12 yéu t6 chinh
& lan truyén SARS-CoV-2 trén dién rong.

Cac sy kién siéu lay nhiém

Su lay truyén ctia SARS-CoV v MERS-CoV ciing xay ra & quy md 16n qua cac
sw kién siéu lay nhidm (Peiris 2004, Hui 2018). Trong nhiéu nim, siéu lay
nhidm d3 dugc cong nhin 13 mét dic diém thong thudng cta sy 1ay lan dich
bénh (Lloyd-Smith 2005). M6t nhém téc gia cho ring 80% 14y truyén thir phat
c6 thé chi do mét phian nhé nguwdi mic bénh gay ra (khoang 10%). Mot gié tri
dwoc goi 13 hé sb phan tan (k) dugc ding dé mé ta hién twgng ndy. K cang
thép, sy lay truyén xay ra cang nhiéu chi do mét s it ngudi (Kupferschmidt
2020). Trong khi SARS dugc wdc tinh c6 k 14 0,16 (Lloyd-Smith 2005) va MERS
14 0,25, thi ngugc lai trong dai dich ctim n3m 1918, k chi x4p xi béng 1, cho
thiy cdc chum bénh déng vai trd it hon (Endo 2020). Déi véi dai dich SARS-
CoV-2, hé sb phan tan (k) hién dwoc cho 13 cao hon so v6i SARS va thip hon
so vdi cim (Endo 2020, Miller 2020, On Kwok 2020).

Vi du v& céc chiim bénh SARS-CoV-2 da dugc lién hé véi mot loat cac yéu té &
diéu kién trong nha (Leclerc 2020). Trong 318 chiim bénh gdm ba hoic nhiéu
trudng hop lién quan dén 1245 ca mic, chi c6 mét & dich duy nhit bt ngudn
tir moi trudng bén ngoai (Qian H 2020). Trong mdt nghién ctu, ty 1€ trudng
hop tién phét 1ay truyén COVID-19 trong mdi trudng kin cao hon khoang 20
14n so v6i méi trudng bén ngoai (Nishiura 2020).

Céc cum lay truyén, mét phan dwoc lién két véi cac su kién siéu lay lan, da
dugc bdo céo ké tir khi dai dich SARS-CoV-2 bt dau:

e Cudc hop kinh doanh, mién Nam nudc D, 20-21 thang 1 (Rothe
2020)

e Tau du lich, Yokohoma, Nhit Ban, ngay 4 thang 2 February (Rocklov
2020)

e Hdi hop nha thg, Daegu, Han Quéc, 9 va 16 thang 2 (Kim 2020)
e Hoat dong tdn gido, Mulhouse, Phép, 17-24 thing 2 (Kuteifan 2020)
e Cudc hop hdi déng cb vAn, Munich, btrc, 20-21 (Hijnen 2020)

o Co s& didu dudng, Quin King, Washington, 28 thing 2 (McMichael
2020)

e Tau sin bay: Theodor Rossevelt (The Guardian) + Charles-de-Gaulle,
March (Le Monde)
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e Hgp xwdng (Hamner 2020)
e Noi tri 4n cho ngudi vé gia cu, Boston, 28 théng 3 (Baggett 2020)

Nhiét d6 va khi hau

Mbt yéu t6 khéc vAn chura dugc hidu rd 13 nhiét d6 xung quanh va d6 4m moi
trudng.

2003: SARS-CoV. Su truyén cia virus corona c6 thé bi anh huéng béi mét vai
yéu t6, bao gém cé khi hﬁu (Hemmes 1962). Nhin lai dai dich SARS ndm 2003,
chung t6i thiy rang sw 6n dinh cta virus SARS CoV, phu thudc vao nhiét do
va d6 4m twong d6i. Mot nghlen ctru tir Hong Kéng, Quang Chau, Bic Kinh va
Théi Nguyén, Son T4y cho thiy ring dich SARS bing phét vio nim 2002/2003
c6 lién quan dang ké dén nhiét d6 méi trwdng. Nghién ciru cung cAp mot sb
bing chirng cho thiy kha ning tai phat dich SARS vio mia xu4n cao hon so
v6i mita thu va muia déng (Tan 2005). C6 bang ching chi ra rang SARS-CoV
ton tai t6i hon 5 ngay & nhiét d6 22-25°C va d6 4m twong d6i 40-50%, day 1a
mbi trudng didu hoa dién hinh (Chan KH 2011). Tuy nhién, kha ning séng s6t
giam sau 24 gi¥ & 38°C va d6 Am twong ddi 80- 90%. Sw 6n dinh cia virus SARS
t8t hon trong méi trudng nhiét d6 thip va d6 4m thip c6 thé tao didu kién
cho sy 14y lan & cac khu vire c4n nhiét d6i (nhw Hong K6ng) trong mila xuin
va trong méi trudng diéu hoa. N6 ciing c6 thé gii thich tai sao mot sb qudc
gia chau A & viing nhiét d6i (nhu Malaysia, Indonesia hodc Thdi Lan) c6 nhiét
d6 cao va méi trudng d6 4m twong déi khong cé dich SARS trong cong ddng.
(Chan KH 2011)

2020: SARS-CoV-2. Hién vin chua r3 liéu c6 hay khong va & mtrc d6 nio yéu
t6 khi hau anh hudng dén sy ton tai ctia virus bén ngodi co thé va anh huéng
dén dich dia phuong. SARS-CoV-2 khéng d bi bit hoat & nhiét d6 phong va bi
lam khé nhu céc loai virus khéc, vi du nhu virus herpes. M6t nghién ciru
dwoc d cap & trén cho thiy SARS-CoV-2 ¢6 thé dwoc phét hién duéi dang khi
dung (trong khéng khi) 1én dén ba gid, trén cdc tim cdc-tong 1én dén 24 giv
va trén nhya va thép khong tir hai &én ba ngay (van Doremalen 2020).

MOt vai nghién ctru cho thiy nhiét d6 thip c6 thé 1am ting kha ning truyén
bénh clia SARS-CoV-2 (Triplett 2020; Wang 2020b, Tobias 2020) va sy xut
hién mia hé & ban ciu Bic ¢6 thé 1am giam sy 1ay truyén ctia COVID-19. M&i
lién quan ¢ thé c6 vé ty 1& mic COVID-19 vdi ca 2 yéu t6 giam birc xa mit troi
va ting mat d6 dan sé da dugc ban ludn (Guasp 2020). C6 bdo cdo cho ring
4nh sdng mit tryi mé phong nhanh chéng 1am bit hoat SARS-CoV-2 lo lirng
trong néc bot méd phéng hodc méi trudng nudi ciy va siy kho trén cc tim
thép khong gi ma khéng thiy su phén ra ding ké trong béng tbi hon 60 phit
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(Ratnesar-Shumate 2020). Tuy nhién, mot nghién cttu khéc két lu4n ring sy
lay nhiém c6 kha ning duy tri & mitc cao ngay ca khi nhiét d6 4m hon (Sehra
2020). Cu thé 13 dich bénh hién nay & Brazil vd An D6 - nhitng quéc gia c6
nhiét d6 cao - nén diy 1én hy vong ring COVID "c6 thé bién mit nhw mét
phép mau". Chi riéng yéu t6 miia hé 4m va 4m ciing d3 gy khé khin trong
viéc han ché cac dot bung phat méi (Luo 2020, Baker 2020, Collins 2020).

Quan diém ctia tac gia

Chwa dly 6 thang tir khi dai dich SARS-CoV-2 xay ra lin du tién & Trung
Quoc, dong luc 1y truyén bénh dang dugc chi trong.

Dudng nhu c6 mot ty 18 16n (t6i 80%?) su 1ay truyén thir phat dwgc giy ra bdi
mot phﬁn nhd céc ca thé bi nhidm bénh (thép dén 10%?; Endo 2020); néu didu
nay 13 diing thi cing c6 nhiéu ngudi thudc cing mdt nhém, va kha ning cao
13 su siéu lan nhidm ciing 12 1 phan cta nhém nay.

Dudng nhu 13y qua khi dung déng mdt vai trd quan trong trong viéc lan
truyén virus SARS-CoV-2 (Prather 2020); néu diéu nay la ding, thi viéc xay
dyng mét birc tuwong bao quanh nhém ngudi nay va dat tran nha phia trén sé
tang kha nang nhiém SARS-CoV-2.

Cudi cling c6 vé la hét va néi 16n phat ra hang ngan giot bin mdi gidy, va c6
thé ton tai trong khong khi trong vai phit (Anfinrud 2020, Stadnytskyi 2020,
Chao 2020, Asadi 2019); néu diéu nay dung, thi viéc tao ra tieng on (mdy mdc,
am nhac) xung quanh mot nhém ngudi trong mdi trwdng kin sé tao ra sy
kién siéu 1ay nhiém hoan hao.

Trong nhirng thang t&i, cong dong khoa hoc s& cb ging va

* X4c dinh chinh x4c vai trd ctia khi dung trong sw 1ay nhiém SARS-CoV-2;

« Lam sang t6 nhirng bi 4n ctia hién twgng siéu 1y nhiém;

« N4ng cao hiéu biét vé cic yéu t cia vit chit lién quan dén viéc “gieo gidng”
thanh cong trong qué trinh 1y nhiém SARS-CoV-2;

« LAm rd vai trd clia tré em trong su lay truyén virus & cip d6 cong ddng;

» Tiép tuc mé ta cac didu kién ma trong dé moi ngudi dwoc phép tap hop
thanh cdc nhém 16n;

Néu khéng c6 vic-xin, s& khong ai cé thé tré lai cudc séng “binh thudng” nhu
trwdc ndm 2020. Phwong phédp hira hen nhat dé vugt qua cudc khiing hoang
virus corona la mét loai vic-xin hiéu qua cé thé dwgc tao ra mdt cach an toan
va du kha ndng cung cap cho hang ty nguwdi. Hang ngan nha nghién civru dang
lam viéc sudt ngay dém ma dong lwc ctia ho 1a vi sy noi tieng (trd thanh Dr.
Salk tiép theo?) va tieén bac (trd thanh Scrooge McDuck ti€p theo?). Tuy
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nhién, bt chip nhirng nd lic nay, khéng c6 gi dam bao chiing ta c6 thé phat
trién thanh cbng vic-xin COVID-19 (Piot 2020, dwgc trich din béi Draulens).
Cho dén khi c6 sdn vic-xin trén toan thé gidi, ké hoach phong ngira kha thi
duy nhit 13 4p dung gidn cich vat 1i (Kissler 2020), xét nghiém véi cwdng dd
cao, cach ly cac trudng hop mic bénh, truy vét tiép xtc, kiém dich (Ferretti
2020) va cudi ciing (nhung khéng thé khéng nhic dén) 13 phong téa cic khu
nghi dudng, cling nhw cac khu vuc nghi ngo.
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3. Dy phong

Phin thao lu4n k§ ludng vé phong chéng SARS-CoV-2 s& dugc trinh bay trong
phién ban thitr 5 cia COVID Reference bai Stefano Lazzari. Hién tai, xin vui
1ong tim trong ban phéc thio ndy vdi cic cha d8 va tai liéu tham khao chinh.
Hién tai, dua trén sy hiéu biét hién c6 vé sy lay truyén SARS-CoV-2 dwoc
trinh biy trong Churong 2, mét s6 bién phdp phong ngira ¢ thé dwgc xem xét
& cAp d6 c4 nhén, co quan, cong dong va x3 hoi:

1. Bién phép phong chéng nhiém tring c4 nhin

Vé sinh tay (rira véi nwéc hodc dung dich khir triing)
Thue hanh vé sinh hd hép tét /che miéng khi ho.

Str dung khiu trang

Gidn cach x4 hoi. Tranh nhirng noi déng nguoi

Néi khé, khong gao thét (hodc hat)!

Ting cudng sirc khde va mién dich

Vé sinh b diing trong nha

Tu céch ly tai nha

Gin cach x4 hoi

Dy phong bing thubc (chwa 6 sin)

2. Céc bién phap phong ngira & cp cong ddng va xa hoi

B4t budc deo khiu trang

Cim tu tip ddng ngudi (su kién thé thao, vii trudng, quan bar, su
kién ton gido, v.v.)

Phong toa tirng khu vure hodc trén toan quéc

Han ché di lai/d6ng cira bién gidi

Thuc hién xét nghiém mét cich rong rii, truy vét tiép xtic ki cang (c6
hodc khong cé trng dung dién thoai thong minh)

Kiém dich va c4ch ly cdc trudng hop nghi ngd hodc dwgce xdc nhin
nhiém bénh
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e V& sinh va khir tring moéi truong

e Tiém phong vaccine cim muia va COVID-19 (hién tai chwa c6)

3. Céc bién phép phong ngira & cip co quan
e Bénhvién
e Vién dudng ldo

e Don vi chdm séc dai han

Noi lam viéc

Trudng hoc
e Nhatu

Nha cho nguoi v gia cw

Céc bién phdp phong ngira cAp d6 c4 nhan
Thuc hanh vé sinh hd hip tét /che miéng khi ho.

e Chavis S, Ganesh N. Respiratory Hygiene and Cough Etiquette. Infection
Control in the Dental Office. 2019;91-103. Published 2019 Nov 18. Full-text:
https://doi.org/10.1007/978-3-030-30085-2_7

Vé sinh tay

e Kratzel A, Todt D, V'kovski P, et al. Inactivation of Severe Acute Res-
piratory Syndrome Coronavirus 2 by WHO-Recommended Hand Rub
Formulations and Alcohols. Emerg Infect Dis. 2020 Apr 13;26(7). Pub-
Med: https://pubmed.gov/32284092 Full-text:
https://doi.org/10.3201/eid2607.200915

e  WHO Interim recommendations on obligatory hand hygiene against
transmission of COVID-19. 1 April 2020

e Guide to Local Production: WHO-recommended Handrub Formula-
tions. WHO 2020.

St dung khiu trang

e Chu DK, Akl EA, Duda S, Solo K, Yaacoub S, Schiinemann HJ. COVID-19
Systematic Urgent Review Group Effort (SURGE) study authors. Phys-
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ical distancing, face masks, and eye protection to prevent person-to-
person transmission of SARS-CoV-2 and COVID-19: a systematic re-
view and meta-analysis. Lancet. 2020 Jun 1. PubMed:
https://pubmed.gov/32497510. Full-text: https://doi.org/10.1016/50140-
6736(20)31142-9

Meselson M. Droplets and Aerosols in the Transmission of SARS-CoV-
2. N Engl J Med 2020 May 21;382(21):2063. PubMed:
https://pubmed.gov/32294374. Full-text:
https://doi.org/10.1056/NEJMc2009324

Prather KA, Wang CC, Schooley RT. Reducing transmission of SARS-
CoV-2. Science. 2020 May 27: eabc6197. PubMed:
https://pubmed.gov/32461212. Full-text:
https://doi.org/10.1126/science.abc6197

Chan JF, Yuan S, Zhang A], et al. Surgical mask partition reduces the
risk of non-contact transmission in a golden Syrian hamster model
for Coronavirus Disease 2019 (COVID-19). Clin Infect Dis. 2020 May
30:ciaa644. PubMed: https://pubmed.gov/32472679. Full-text:
https://doi.org/10.1093/cid/ciaa644

WHO Advice on the use of masks in the context of COVID-19. Interim
guidance, 5 June 2020

Gian cach x3 hdi. Tranh nhirng noi d6ng nguwdi

Zhang J, Litvinova M, Liang Y, et al. Changes in contact patterns shape
the dynamics of the COVID-19 outbreak in China. Science. 2020 Apr 29.
PubMed: https://pubmed.gov/32350060. Full-text:
https://doi.org/10.1126/science.abbg8001

Kissler SM, Tedijanto C, Goldstein E, Grad YH, Lipsitch M. Projecting the
transmission dynamics of SARS-CoV-2 through the postpandemic
period.  Science. 2020 May  22;368(6493):860-868.  PubMed:
https://pubmed.gov/32291278. Full-text:
https://doi.org/10.1126/science.abb5793

N6i khé, khong gao thét (hodc hat)!

Asadi S, Wexler AS, Cappa CD, Barreda S, Bouvier NM, Ristenpart WD.
Aerosol emission and superemission during human speech increase
with voice loudness. Sci Rep. 2019 Feb 20;9(1):2348. PubMed:
https://pubmed.gov/30787335. Full-text:
https://doi.org/10.1038/s41598-019-38808-z
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Vé sinh dd dung trong nha

Radhika Gharpure; Candis M. Hunter; Amy H. Schnall; Catherine E. Bar-
rett; Amy E. Kirby; Jasen Kunz; Kirsten Berling; Jeffrey W. Mercante; Jen-
nifer L. Murphy; Amanda G. Garcia-Williams. Knowledge and Practices
Regarding Safe Household Cleaning and Disinfection for COVID-19
Prevention — United States, MMWR Morb Mortal Wkly Rep. May 2020
Early Release, June 5, 2020/9. Full-text:
https://www.cdc.gov/mmwr/volumes/69/wr/mme6923e2.htm

Chang A, Schnall AH, Law R, et al. Cleaning and Disinfectant Chemical
Exposures and Temporal Associations with COVID-19 - National Poi-
son Data System, United States, January 1, 2020-March 31, 2020.
MMWR Morb Mortal Wkly Rep. 2020 Apr 24;69(16):496-498. PubMed:
https://pubmed.gov/32324720. Full-text:
https://doi.org/10.15585/mmwr.mmé6916e1l

Chin AWH, Chu JTS, Perera MRA, et al. Stability of SARS-CoV-2 in dif-
ferent environmental conditions. Lancet 2020: April 02, 2020. Full-text:
https://doi.org/10.1016/52666-5247(20)30003-3

Dv phong bing thubc

Dy phong sau phoi nhidm (PEP) véi thubc khang virus sau khi phoi nhiém
dugc ghi nhan c6 thé 1am giam nguy co nhidm bénh. Trong twong lai, du
phong sau phoi nhidm SARS-CoV-2- c¢6 thé dugc sir dung d& 1am giam sw phat
tén virus trong c4c trudng hop nghi ngd va nhu 1a mét phuong phép diéu tri
du phong cho ngudi tiép xtic.

Céc bién phap phong ngira & cAp cong ddng va x3 hoi

Bit budc deo khiu trang

Recommendation Regarding the Use of Cloth Face Coverings, Especially
in Areas of Significant Community-Based Transmission, US CDC 2020
WHO Advice on the use of masks in the context of COVID-19, Interim
guidance, 5 June 2020

European Centre for Disease Prevention and Control. Using face masks in
the community. Stockholm: ECDC 2020
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CAm tu tap d6ng ngudi

McCloskey B, Zumla A, Ippolito G, et al. Mass gathering events and re-
ducing further global spread of COVID-19: a political and public
health dilemma. Lancet. 2020 Apr 4;395(10230):1096-1099. PubMed:
https://pubmed.gov/32203693. Full-text: https://doi.org/10.1016/50140-
6736(20)30681-4

Ebrahim SH, Memish ZA. COVID-19 - the role of mass gatherings. Trav-
el Med Infect Dis. 2020 Mar-Apr;34:101617. PubMed:
https://pubmed.gov/32165283. Full-text:
https://doi.org/10.1016/j.tmaid.2020.101617

Phong toa tirng khu vire hodc trén toan quéc

Cowling BJ, Ali ST, Ng TWY, et al. Impact assessment of non-
pharmaceutical interventions against coronavirus disease 2019 and
influenza in Hong Kong: an observational study. Lancet Public Health.
2020 May;5(5):e279-e288. PubMed: https://pubmed.gov/32311320. Full-
text: https://doi.org/10.1016/52468-2667(20)30090-6

Han ché di lai / déng cira bién giGi

#COVID19 Government Measures Dataset, ACAPS, 2020
Updated WHO recommendations for international traffic in relation
to COVID-19 outbreak, WHO 29 February 2020

e Habibi R, Burci GL, de Campos TC, et al. Do not violate the Interna-
tional Health Regulations during the COVID-19 outbreak. Lancet.
2020 Feb 29;395(10225):664-666. PubMed:
https://pubmed.gov/32061311. Full-text: https://doi.org/10.1016/S0140-
6736(20)30373-1

Devi S. Travel restrictions hampering COVID-19 response. Lancet.

2020 Apr 25;395(10233):1331-1332, PubMed: https://pubmed.gov/32334692.

Full-text: https://doi.org/10.1016/S0140-6736(20)30967-3

Mateus AL, Otete HE, Beck CR, Dolan GP, Nguyen-Van-Tam JS. Effective-

ness of travel restrictions in the rapid containment of human influ-

enza: a systematic review. Bull World Health Organ. 2014 Dec
1;92(12):868-880D. PubMed: https://pubmed.gov/25552771. Full-text:
https://doi.org/10.2471/BLT.14.135590
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Xét nghiém, diéu tri va truy vét

Contact tracing for COVID-19: current evidence, options for scale-up
and an assessment of resources needed. ECDC, April 2020

Contact tracing in the context of COVID-19: Interim guidance, WHO
10 May 2020

Steinbrook R. Contact Tracing, Testing, and Control of COVID-19-
Learning From Taiwan. JAMA Intern Med. 2020 May 1. PubMed:
https://pubmed.gov/32356871. Full-text:
https://doi.org/10.1001/jamainternmed.2020.2072

Cheng HY, Jian SW, Liu DP, Ng TC, Huang WT, Lin HH; Taiwan COVID-19
Outbreak Investigation Team. Contact Tracing Assessment of COVID-19
Transmission Dynamics in Taiwan and Risk at Different Exposure
Periods Before and After Symptom Onset. JAMA Intern Med. 2020 May
1:€202020. PubMed: https://pubmed.gov/32356867. Full-text:
https://doi.org/10.1001/jamainternmed.2020.2020

Salathé M, Althaus CL, Neher R, et al. COVID-19 epidemic in Switzer-
land: on the importance of testing, contact tracing and isolation.
Swiss Med Wkly. 2020 Mar 19;150:w20225. PubMed:
https://pubmed.gov/32191813. Full-text:
https://doi.org/10.4414/smw.2020.20225. eCollection 2020 Mar 9

Ung dung truy vét tiép xtic

Jia JS, Lu X, Yuan Y, Xu G, Jia J, Christakis NA. Population flow drives
spatio-temporal distribution of COVID-19 in China. Nature. 2020 Apr
29. PubMed: https://pubmed.gov/32349120. Full-text:
https://doi.org/10.1038/541586-020-2284-y

Oliver N, Lepri B, Sterly H, et al. Mobile phone data for informing pub-
lic health actions across the COVID-19 pandemic life cycle By. Sci-
enceAdvances 5 June. Full-text:
https://advances.sciencemag.org/content/6/23/eabc0764

Ferretti L, Wymant C, Kendall M, et al. Quantifying SARS-CoV-2 trans-
mission suggests epidemic control with digital contact tracing. Sci-
ence. 2020 May 8;368(6491). PubMed: https://pubmed.gov/32234805.
Full-text: https://doi.org/10.1126/science.abb6936
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Kiém dich va cich ly cdc trwdng hop nghi ngd hoic dwogc
xac nhan nhiém bénh

Little P, Read RC, Amldt R, et al. Reducing risks from coronavirus
transmission in the home-the role of viral load. BMJ. 2020 May 6.
PubMed: https://pubmed.gov/32376669. Full-text:
https://doi.org/10.1136/bmj.m1728

Bi Q, Wu 'Y, Mei S, et al. Epidemiology and transmission of COVID-19 in
391 cases and 1286 of their close contacts in Shenzhen, China: a ret-
rospective cohort study. Lancet Infect Dis. 2020 Apr 27:51473-
3099(20)30287-5. PubMed: https://pubmed.gov/32353347.  Full-text:
https://doi.org/10.1016/S1473-3099(20)30287-5

Wu J, Huang Y, Tu C, et al. Household Transmission of SARS-CoV-2,
Zhuhai, China, 2020. Clin Infect Dis. 2020 May 11. PubMed:
https://pubmed.gov/32392331. Full-text: https://doi.org/10.1093/cid/ciaa557

Vé sinh va khir tring méi tredng

Cleaning and disinfection of environmental surfaces in the context of
COVID-19, WHO 16 May 2020

Kampf G, Todt D, Pfaender S, Steinmann E. Persistence of coronaviruses
on inanimate surfaces and their inactivation with biocidal agents. ]
Hosp Infect. 2020 Mar;104(3):246-251. PubMed:
https://pubmed.gov/32035997. Full-text:
https://doi.org/10.1016/j.jhin.2020.01.022

Disinfection of environments in healthcare and non-healthcare settings
potentially contaminated with SARS-CoV-2. ECDC, March 2020

Tiém phong vaccine cim muia va COVID-19 (hién tai chwa c6)

Arokiaraj MC. Correlation of Influenza Vaccination and the COVID-19
Severity (April 10, 2020). Full-text at SSRN:
https://ssrn.com/abstract=3572814 or
http://dx.doi.org/10.2139/ssrn.3572814

Mendelson M. Could enhanced influenza and pneumococcal vaccina-
tion programs help limit the potential damage from SARS-CoV-2 to
fragile health systems of southern hemisphere countries this winter?
Int ] Infect Dis. 2020 May;94:32-33. PubMed:
https://pubmed.gov/32194236. Full-text:
https://doi.org/10.1016/j.ijid.2020.03.030
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e Singer BD. COVID-19 and the next influenza season. Science Advances
29 May 2020. Full-text: https://doi.org/10.1126/sciadv.abd0086

Céc bién phdp phong ngira & cAp cd quan
Bénh vién va cic hé théng cham séc sirc khoe

e Chen N, Zhou M, Dong X, et al. Epidemiological and clinical character-
istics of 99 cases of 2019 novel coronavirus pneumonia in Wuhan,
China: a descriptive study. Lancet. 2020 Feb 15;395(10223):507-513.
PubMed: https://pubmed.gov/32007143. Full-text:
https://doi.org/10.1016/S0140-6736(20)30211-7

e Infection prevention and control andpreparedness for COVID-19 in
healthcare settings. ECDC Second update - 31 March 2020

e US CDC Interim Infection Prevention and Control Recommendations for
Patients with Suspected or Confirmed Coronavirus Disease 2019 (COVID-
19) in Healthcare Settings (Update May 18, 2020)

e Hoe Gan W, Wah Lim J, Koh D. Preventing intra-hospital infection and
transmission of COVID-19 in healthcare workers. Saf Health Work.
2020 Mar 24. PubMed: https://pubmed.gov/32292622. Full-text:
https://doi.org/10.1016/j.shaw.2020.03.001

e  Ghinai I, McPherson TD, Hunter JC, et al. First known person-to-person
transmission of severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) in the USA. Lancet. 2020 Apr 4;395(10230):1137-1144.
PubMed: https://pubmed.gov/32178768. Full-text:
https://doi.org/10.1016/50140-6736(20)30607-3

Vién duwdng ldao
e Gandhi M, Yokoe DS, Havlir DV. Asymptomatic Transmission, the
Achilles' Heel of Current Strategies to Control Covid-19. N Engl J Med.

2020 May 28;382(22):2158-2160. PubMed: https://pubmed.gov/32329972.
Full-text: https://doi.org/10.1056/NEJMe2009758

bon vi chim séc dai han

e Yen MY, Schwartz J, King CC, Lee CM, Hsueh PR; Society of Taiwan Pre-
vention and Control. Recommendations for protecting against and
mitigating the COVID-19 pandemic in long-term care facilities. ] Mi-
crobiol Immunol Infect. 2020 Apr 10;53(3):447-53. PubMed:
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https://www.ecdc.europa.eu/sites/default/files/documents/Infection-prevention-control-for-the-care-of-patients-with-2019-nCoV-healthcare-settings_update-31-March-2020.pdf
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https://www.cdc.gov/coronavirus/2019-ncov/hcp/infection-control-recommendations.html
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https://pubmed.gov/32303480. Full-text:
https://doi.org/10.1016/j.jmii.2020.04.003

Lai CC, Wang JH, Ko WC, et al. COVID-19 in long-term care facilities: An
upcoming threat that cannot be ignored. J Microbiol Immunol Infect.
2020 Apr 13;53(3):444-6. PubMed: https://pubmed.gov/32303483. Full-
text: https://doi.org/10.1016/j.jmii.2020.04.008

Noi lam viéc

Prevention and Mitigation of COVID-19 at Work ACTION CHECKLIST,
International Labor Organization 16 April 2020

Guidance on Preparing Workplaces for COVID-19, US CDC and OSHA 3990-
03 2020.

Truwong hoc

UK Department of Education Guidance Actions for schools during the
coronavirus outbreak Updated 3 June 2020

Cao Q, Chen YC, Chen CL, Chiu CH. SARS-CoV-2 infection in children:
Transmission dynamics and clinical characteristics. ] Formos Med As-
soc. 2020 Mar;119(3):670-673. PubMed: https://pubmed.gov/32139299.
Full-text: https://doi.org/10.1016/j.jfma.2020.02.009

Lee B, Raszka WV Jr. COVID-19 Transmission and Children: The Child
is Not to Blame. Pediatrics. 2020 May 26:€2020004879. PubMed:
https://pubmed.gov/32457212. Full-text:
https://doi.org/10.1542/peds.2020-004879

Ludvigsson JF. Children are unlikely to be the main drivers of the
COVID-19 pandemic - a systematic review. Acta Paediatr. 2020 May 19.
PubMed: https://pubmed.gov/32430964. Full-text:
https://doi.org/10.1111/apa.15371

Nha tu

Yang H, Thompson JR. Fighting covid-19 outbreaks in prisons. BM]J.
2020 Apr 2;369:m1362. PubMed: https://pubmed.gov/32241756. Full-text:
https://doi.org/10.1136/bmj.m1362

Burki T. Prisons are "in no way equipped" to deal with COVID-19.
Lancet. 2020 May 2;395(10234):1411-1412. PubMed:
https://pubmed.gov/32359457. Full-text: https://doi.org/10.1016/S0140-
6736(20)30984-3
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Barnert E, Ahalt C, Williams B. Prisons: Amplifiers of the COVID-19
Pandemic Hiding in Plain Sight. Am J Public Health. 2020 May 14:e1-e3.
PubMed: https://pubmed.gov/32407126. Full-text:
https://doi.org/10.2105/AJPH.2020.305713

Nha cho ngwdi vo gia cw

Tsai J, Wilson M. COVID-19: a potential public health problem for
homeless populations. Lancet Public Health. 2020 Apr;5(4):e186-e187.
PubMed: https://pubmed.gov/32171054. Full-text:
https://doi.org/10.1016/52468-2667(20)30053-0

Wood LJ, Davies AP, Khan Z. COVID-19 precautions: easier said than
done when patients are homeless. Med J Aust. 2020 May;212(8):384-
384.e1.PubMed: https://pubmed.gov/32266965.Full-text:
https://doi.org/10.5694/mja2.50571

Barbieri A. CoViD-19 in Italy: homeless population needs protection.
Recenti Prog Med. 2020 May;111(5):295-296. Pub-
Med:https://pubmed.gov/32448878. Full-text:
https://doi.org/10.1701/3366.33409
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4, Virus hoc

Nbi dung vin dang dwgc cip nhat
Téc gia s& sém bd sung

Virus Corona rat phd bién & ca ngudi va déng vat. Virus c6 vé boc (enveloped
virus) ndy gdm mét sgi RNA dwong ban (+). Hau hét cic virus hoan chinh ¢6
hinh ciu véi céc protein gai (spike glycoprotein, con goi 1a S protein) gén trén
v ngodi. Ngodi ra, virus cdn c¢é cic protein ciu triic khic bao gdm protein
Envelope (E), Matrix (M) va Nucleocapsid (N).

Ho Coranaviridae bao gém 4 chi (genera), alpha-, beta-, delta- va
gammacoronavirus, cling nhw mdt vai phan chi (subgenera) va loai (species).
Nhirng phén tich vé phat sinh ching loai hoc (phylogenetic analysis) trén bd
gen clia virus Corona cho thiy SARS-CoV-2 13 thanh vién méi cta chi
betacoronavirus. Chi ndy ciing bao gom virus Corona giy nén Hoi chirng hd
hép cAp tinh ning (Severe Acute Respiratory Syndrome-related coronavirus -
SARS-CoV), virus gdy Hoi chitng hd hip cip Trung Déng (Middle East
Respiratory Syndrome-related coronavirus - MERS-CoV), Hoi chtrng hé hép
cép tinh nang tir doi (bat SARS-related coronaviruses - SARSr-CoV), ciing
nhu nhirng lodi virus khéc d3 dwoc tim thdy & ngudi va & nhiéu loai dong vat
da dang. Viéc lay truyén virus Corona trong ciing loai déng vat va giira cac
loai khéc nhau ciing véi sy tai t& hop di truyén gép phan vio sw xuét hién ctia
cac ching virus Corona mdi.

SARS-CoV-2 ¢6 lién quan vé& mit phén loai v&i phén chi Sarbecovirus ciing véi
SARS-CoV va virus Corona twong tu SARS ¢6 ngudn gdc tir doi (bat SARS-like-
CoV). Két qua giai trinh tw bd gen cho thiy ring SAR-CoV-2 c6 chudi gen gin
gibng vdi betacoronavirus dugc phét hién & doi, nhung khac biét véi SARS-
CoV. C4c phin sau bao gdm céc ti liéu chinh vé c4c chu dé quan trong.

Phéan loai virus

Vui 1ong xem qua phan binh luin ctia nhitng nghién ciru nay.

Coronaviridae Study Group of the International Committee on Taxonomy of Viruses. The species
Severe acute respiratory syndrome-related coronavirus: classifying 2019-nCoV and
naming it SARS-CoV-2. Nat Microbiol. 2020 Apr;5(4):536-544. PubMed:
https://pubmed.gov/32123347. Full-text: https://doi.org/10.1038/s41564-020-0695-z
Mbt tuyén bd ddng thuin x4c dinh phan loai SARS-CoV-2 (tirng dugc goi
tam thdi 1a 2019-nCoV) vao ho Coronaviridae.
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Ceraolo C, Giorgi FM. Genomic variance of the 2019-nCoV coronavirus. ]

Med Virol. 2020 May;92(5):522-528. PubMed: https://pubmed.gov/32027036.

Full-text: https://doi.org/10.1002/jmv.25700

Phén tich 56 trinh ty gen cta virus SARS-CoV-2 phéan lp tir cdc bénh
nhan khac nhau cho thdy trinh tu gen cta chiing c6 su twong dong cao
(> 99%). Mot vai ving c6 bién dbi gen, chu yéu & locus ORF8 (ma héa cho
proteins phu)

Zhou P, Yang XL, Wang XG, et al. A pneumonia outbreak associated with a new coronavirus of
probable bat origin. Nature. 2020 Mar;579(7798):270-273. PubMed:
https://pubmed.gov/32015507. Fulltext: https://doi.org/10.1038/s41586-020-2012-7
Trinh ty gen hoan chinh ctia SARS-CoV-2 tir 5 bénh nhin & giai doan
sém ctia dich bénh chi ra ring 79,6% trinh ty giéng v&i SARS-CoV va 96%
gibng v&i virus Corona & doi.

Bién di di truyén

MacLean O, Orton R]J, Singer JB, et al. No evidence for distinct types in the evolution of SARS-
CoV-2. Virus Evolution. Full-text: https://doi.org/10.1093/ve/veaa034

Dirng suy luin qua mic tir dit liéu vé& bd gen! Trong nghién ciru ndy, tac
gia da thao luan vé nhitng khé khin trong viéc chirng minh sy ton tai
ctia mdt dot bién gen nio d6 ctia virus hay anh huéng thuc sy cia dot
bién gen nay 1én chirc ning, va 15i khuyén 13 dirng suy luin qué mic.

Zhang X, Tan Y, Ling Y, et al. Viral and host factors related to the clinical outcome of COVID-
19. Nature (2020). Full-text: https://doi.org/10.1038/s41586-020-2355-0

Céc bién thé virus khong anh hudng dén két qua 1am sang. Nghién ctru
quan trong nay (thwc hién trén 326 trudng hop) da tim thiy it nhét hai
dong virus chinh ¢6 lich sir lay nhiém khac biét trong giai doan diu cia
dich bénh & Vii Han. Bénh nhén bi nhiém hai dong virus khic nhau nay
khéng cho thiy c6 su khéc biét ddng ké nio vé cac dic diém 14m sang, ty
18 dot bién hoic kha ning truyén bénh.

Nguon goc va cac vat chu

Andersen KG, Rambaut A, Lipkin WA, Holmes EC, Garry RF. The proximal origin of SARS-CoV-2.
Nature Medicine. Published: 17 March 2020. Fulltext:
https://www.nature.com/articles/s41591-020-0820-9

Bai d4nh gi4 vé cdc dic diém dang chil ¥ trong bd gen clia SARS-CoV-2,
so sénh véi chi alpha- v betacoronavirus. Nhitng hiéu biét sau sic vé
ngudn gbc cho thiy virus nay khéng phai 13 san phim cia phong thi
nghiém hay bi diéu chinh c6 ¥ b&i ban tay con ngudi.
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Cui J, Li F, Shi ZL. Origin and evolution of pathogenic coronaviruses. Nat Rev Microbiol. 2019
Mar;17(3):181-192. PubMed: https://pubmed.gov/30531947. Full-text:
https://doi.org/10.1038/s41579-018-0118-9
SARS-CoV va MERS-CoV c¢6 kha ning bt ngudn tir doi, ca hai lodi nay 1ay
nhiém cho ngudi théng qua céc vat cha trung gian khéc nhau.

Lam TT, Shum MH, Zhu HC, et al. Identifying SARS-CoV-2 related coronaviruses in Malayan
pangolins. Nature. 2020 Mar 26. pii: 10.1038/s41586-020-2169-0. PubMed:
https://pubmed.gov/32218527. Fulltext: https://doi.org/10.1038/541586-020-2169-0

Liéu té té Malaysia c6 phdi la mot vat chi trung gian? Giai trinh ty gen
thu thap tir mdi trudng (metagenomic sequencing) da phat hién cic virus
Corona lay nhiém trén té t&, trong d6 bao gdm mot loai virus cé sy twong
ddng manh mé véi SARS-CoV-2 trong mién lién két thu thé (receptor-
binding domain - RBD) trén protein S.

Xiao K, Zhai J, Feng Y, et al. Isolation of SARS-CoV-2-related coronavirus from Malayan pan-
golins. Nature. 2020 May 7. PubMed: https://pubmed.gov/32380510. Full-text:
https://doi.org/10.1038/541586-020-2313-x

Trong mot trung tim citu hd déng vat hoang d3, cic tdc gia da tim thiy
mét loai virus corona trong 25 con té t& Malaysia (mot s6 bi bénh ning),
cho thiy 90-100% axit amin triing khdp véi SARS-CoV-2 trong céc gen
khac nhau. So sanh cic phan tich vé& b gen cho thiy SARS-CoV-2 c6 thé
cé nguén géc tlr sw ti t& hop ctia mét loai virus twong tw virus Corora
trong té té v&i mot loai virus gidng CoV-RaTG13 tir doi. Vi RBD ctia Pan-
golin-CoV gan gidng hét véi SARS-CoV-2, virus trong té té thé hién médi
de doa tiém tang trong tuwong lai d6i vdi strc khoe cong dong. Té té va
doi déu 13 dong vat song vé dém, in con tring va sdng cling nhau trong
c4c hang héc ty nhién, khién té té trd thanh vat chu trung gian ly twéng,
Hay ditng budn bdn té té bét hop phdp!

Zhang T, Wu Q, Zhang Z. Probable Pangolin Origin of SARS-CoV-2 Associated with the COVID-
19 Outbreak. Curr Biol. 2020 Mar 13. pii: S0960-9822(20)30360-2. PubMed:
https://pubmed.gov/32197085. Fulltext: https://doi.org/10.1016/j.cub.2020.03.022

Nghién ctru trén day goi y ring té té 13 loai chita mam bénh ty nhién
(natural reservoir) ctia cac virus Corona gﬁn vGi SARS-CoV-2. Virus Co-
rona & té té (Pangolin-CoV) dwgc tim théy lan lwot gidng SAR-CoV-2 dén
91% va gidng Bat-CoV RaTG13 90,6%.

Zhou H, Chen X, Hu T, et al. A Novel Bat Coronavirus Closely Related to SARS-CoV-2 Contains
Natural Insertions at the S1/S2 Cleavage Site of the Spike Protein. Curr Biol. 2020 May
11. PubMed: https://pubmed.gov/32416074. Full-text:
https://doi.org/10.1016/j.cub.2020.05.023
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Mbt loai virus corona méi c¢6 ngudn gbc tir doi duwge x4c dinh tir phan
tich di truyén hoc (metagenomics) c4c miu thu thap tir 227 con doi &
tinh Vin Nam vao nim 2019. bang chd y, RmYNO02 cé t&i 93,3% nucleo-
tide gidng v6i SARS-CoV-2 & bd gen hoan chinh va 97,2% trong gen 1ab,
va n6 12 ho hang gin nhit ctia SARS-CoV-2 dwgc béo céo cho dén nay.
Tuy nhién, RmYNO2 cho thiy mic d6 twong dong thip (61,3%) trong
viing lién két thu thé va c6 thé khong lién két véi ACE2.

Kha nang ton tai va d9 lay truyén cua virus

Chin AW, Chu JT, Perera MR, et al. Stability of SARS-CoV-2 in different environmental condi-
tions.The Lancet Microbe 2020, April 02. DOLhttps://doi.org/10.1016/S2666-
5247(20)30003-3. Full-text: https://www.thelancet.com/journals/lanmic/article/PII1S2666-

5247(20)30003-3/fulltext

SARS-CoV-2 rat 8n dinh & 4°C (Iwgng virus hiu nhw khéng giam sau 14
ngdy) nhung nhay cam vdi nhiét (70°C: bt hoat sau 5 phat, 56°C: 30
phiit, 37°C: 2 ngdy). N6 ciing phu thudc vio bé mit: khéng cé virus con
kha ning lay nhidm nao trén gidy in va khin gidy sau 3 gid, trén gb da
qua xtr 1y v quin 4o sau 2 ngdy, thily tinh vi tién gidy sau 4 ngly, thép
khéng gi va nhura sau 7 ngdy. Pang chd ¥, ¢ thé phét hién virus con kha
ning lay nhim (<0,1% lwong virus ban diu) & 16p ngoai cua khau trang
phAu thuit sau 7 ngay.

Kim YI, Kim SG, Kim SM, et al. Infection and Rapid Transmission of SARS-CoV-2 in Ferrets.
Cell Host Microbe. 2020 Apr 5. pii: S1931-3128(20)30187-6. PubMed:
https://pubmed.gov/32259477. Full-text: https://doi.org/10.1016/j.chom.2020.03.023.

Virus d3 dugc tim thiy trong dich rira miii, nuéc bot, nwéc tidu cia
chdn 1én dén 8 ngay sau khi bi nhidm. Pidu ndy c6 thé dai dién cho mb
hinh 1ay nhi®m ctia COVID-19 trén dong vét va cé thé 13 didu kién dé
phat trién cdc phwong phap didu tri va vaccine cho SARS-CoV-2.

Leung NH, Chu Dk, Shiu EY. Respiratory virus shedding in exhaled breath and efficacy of face
masks. Nature Med 2020, April 3. https://doi.org/10.1038/s41591-020-0843-2
Nghién ciru quan trong tir Hong Kéng (da thuc hién 2013-2016), dinh
lwgng virus trong cac giot bin va khi dung trong hoi thd ra. Téng cong,
111 ngudi tham gia (bi nhiém virus Corona giy cam miia, ctim influenza
hoic rhinovirus - ciing gdy cam miia) dugc chon ngiu nhién dé deo hozc
khéng deo khiu trang y té. Két qua nghién ctru ggi y ring khéu trang cé
thé dugc sir dung cho ngudi 6m dé giam thiéu sy truyén bénh. Virus Co-
rona theo miia dwgc phét hién trong 3/10 miu giot bin va 4/10 miu khi
dung cta nhitng ngudi khong deo khiu trang, nhung trong 0/11 miu
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giot bdn va 0/11 miu khi dung ctia nhirng ngudi deo khiu trang. Virus
ctim influenza dwgc phat hién trong 6/23 miu giot bin va 8/23 miu khi
dung ctia nhitng ngudi khéng deo khiu trang, so v&i 1/27 miu giot bin
va 6/27 mAu khi dung ctia nhitng ngudi deo khiu trang. D6i v6i Rhinovi-
rus, khong cé sw khac biét dang ké ndo. Pang chii ¥, & mot s6 ngudi
tham gia nghién citu va khéng ho trong sudt 30 phut thu thap miu, cic
tac gia van x4c dinh duwgc virus trong cdc miu thir nghiém ctia nhirng
ngudi ndy. Két qua trén goi y ring virus c6 thé lay truyén qua giot bdn
va khi dung tir c4c c4 nhan khéng c6 d4u hiéu hoc triéu chirng rd rang.

Shi J, Wen Z, Zhong G, et al. Susceptibility of ferrets, cats, dogs, and other domesticated ani-
mals to SARS-coronavirus 2. Science. 2020 Apr 8. pii: science.abb7015. PubMed:
https://pubmed.gov/32269068. Full-text: https://doi.org/10.1126/science.abb7015

SARS-CoV-2 phét trién kém trén vat cha ché, lon, ga va vit. Tuy nhién,
si lay nhiém & chdn vA méo c6 thé xay ra va meéo dé bi nhiém virus qua
dwdng khéong khi. Nhung néu ban s& hiru mét chd meo thi ciing dirng lo
1ing qué. Céc thi nghiém ndy dwoc thuc hién trén mét s§ lwgng nhé méo
dwoc cho tip xiic véi virus lidu cao, c6 18 tai lwong cao hon so véi lwong
virus dwoc tim thiy ngoai ddi thuc. Hién vin chua rd liéu meo c6 tiét ra
di virus Corona dé truyén sang ngudi hay khong.

van Doremalen N, Bushmaker T, Morris DH, et al. Aerosol and Surface Stability of SARS-CoV-2
as Compared with SARS-CoV-1. N Engl J Med. 2020 Mar 17. PubMed:
https://pubmed.gov/32182409. Fulltext: https://doi.org/10.1056/NE]Mc2004973
Khé ning ton tai ciia SARS-CoV-2 twong tu nhu SARS-CoV-1, cho thy
ring su khéc biét trong 2 dich bénh SAR-CoV-2 va SAR-CoV-1 ¢ thé 1a
do nhirng yéu t6 khac va viéc SARS-CoV-2 lay truyén théng qua nhitng
hat khi dung va vat trung gian truyén bénh (fomite) 13 ¢6 thé. Virus c6
thé vAn tdn tai trong c4c hat khi dung trong nhiéu gi& va trén cdc bé mit
nhidu ngay (phu thudc vio viéc tiét tring).

Tinh hwdng te bao (Cell Tropism), Biéu hién cua ACE
Chu H, Chan JF, yuen TT, et al. Comparative tropism replication kinetics, and cell damage

profiling of SARS-CoV-2 and SARS-CoV with implications forclinical manifestations,
transmissibility, and laboratory studies of COVID-19. An observational study. Lancet

Microbe April 21,2020 Full-text: https://doi.org/10.1016/52666-5247(20)30004-5

Mbt nghién ciru dwge thue hién khéo léo di giai thich cic dic diém 1am
sang khac biét ctia COVID-19 va SARS. Khao sat kha ning nhiém virus
ctia té bdo, tinh hudng lodi (species tropism), dong lic ciia vong ddi vi-
rus va tdn thuwong té bao do virus gay ra tir ca hai loai virus SARS-CoV,
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st dung virus cé kha ning 1y nhiém. SARS-CoV-2 sao chép hiéu qua hon
trong céc té bao phdi ctia ngudi, didu niy cho thiy SARS-CoV-2 c6 kha
ning thich nghi tot hon véi loai nguwdi. SARS-CoV-2 sao chép it hon déng
k& trong cac té bao rudt (cé thé giai thich cho tan suét tiéu chay it hon so
véi SARS) nhung t6t hon trong cac té bao than kinh, 1am ndi bat kha
ning gy ra cic biéu hién thin kinh ctia virus SARS-CoV-2.

Hou YJ, Okuda K, Edwards CE, et al. SARS-CoV-2 Reverse Genetics Reveals a Variable Infection
Gradient in the Respiratory Tract. Cell, May 26, 2020. Full-text:
https://doi.org/10.1016/j.cell.2020.05.042
Nghién ctru ndy di dinh lwgng sy khéc biét trong mirc d6 biéu hién thu
thé ACE2 va kha ning nhiém triing SARS-CoV-2 & mili (cao) so v&i phdi
ngoai vi (thdp). Néu khoang mii 1 vi tr{ ban dAu lam trung gian cho sy
lay nhiém virus dén phdi théng qua viéc thd, cic nghién civu ndy cung
chp chirng cit ting ho viéc sir dung rong rai khiu trang dé ngin khi dung,
giot bin 16n va / hoic tiép xic co hoc véi dudng miii.

Hui KPY, Cheung MC, Perera RAPM, et al. Tropism, replication competence, and innate im-
mune responses of the coronavirus SARS-CoV-2 in human respiratory tract and con-
junctiva: an analysis in ex-vivo and in-vitro cultures. Lancet Respir Med. 2020 May 7.
PubMed:  https://pubmed.gov/32386571.  Full-text:  https://doi.org/10.1016/52213-
2600(20)30193-4

Cung cp nhirng hiéu biét sdu hon vé kha ning lay truyén va sinh bénh
hoc. Sir dung phuong phép nudi ciy ngodi co thé sbng, cic tic gia da
danh gia tinh huéng mé va té biao ctia SARS-CoV-2 trong dudng ho hip

3 ve oy 1K Lye 7 . 7 kd A 2 A
cla con ngudi va ket mac so véi céc virus corona khac. J phe quan va
trong két mac, kha ning sao chép ctia SARS-CoV-2 cao hon SARS-CoV.
Trong phdi, kha ning niy twong tw nhw SARS-CoV nhung thip hon
MERS-CoV.

Shang J, Ye G, Shi K. Structural basis of receptor recognition by SARS-CoV-2. Nature 2020,
March 30. Full-text: https://doi.org/10.1038/s41586-020-2179-y.

SARS-CoV-2 nhan dién hACE2 t8t hon céc virus corona khéc nhu thé
nio? So véi SARS-CoV va RaTG13 (dwgc phan lap tir doi), 4i lwc gin véi
ACE2 clia SARS-CoV-2 cao hon. Céc epitopes cé chirc ndng quan trong
trong SARS-CoV-2 RBM dwgc md ta cé kha ning bi nhim tring dich
bing khang thé trung hoa.

Sungnak W, Huang N, Bécavin C,et al. SARS-CoV-2 entry factors are highly expressed in nasal
epithelial cells together with innate immune genes. Nature Medicine, Published: 23
April 2020. Full-text: https://www.nature.com/articles/s41591-020-0868-6
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Mbt bai bdo khéc xdc nhan sy bidu hién clia ACE2 trong nhiéu md
tirngdwoc dé cap trong cic nghién cttu trudc ddy (bd sung thém théng
tin vé cic md chua dwgc nghién ctu, bao gdm biéu mé miii, gidc mac) va
s ddng biéu hién ciia né véi TMPRSS2. Tinh huéng tiém ning dugc
phan tich biing cich khao st biéu hién ciia cic gen lién quan dén qué
trinh xdm nhip cuda virus, sit dung dir liéu gidi trinh ty RNA don bao tir
nhidu mé ctia cc tinh nguyén vién khée manh. Nhirng ban phién ma
nay dwoc tim thiy trong cic té bao biéu mé dwdng hé hip, gidc mac va
dic biét 13 rudt, c6 kha ning giai thich kha ning lay truyén cao ciia
SARS-CoV-2.

Wang X, Xu W, Hu G, et al. SARS-CoV-2 infects T lymphocytes through its spike protein-
mediated membrane fusion. Cell Mol Immunol. 2020 Apr 7. pii: 10.1038/s41423-020-0424-
9. PubMed: https://pubmed.gov/32265513. Full-text: https://doi.org/10.1038/541423-020-
0424-9

Hién vAn chua rd liéu ring SARS-CoV-2 ciing c6 thé lay nhim ca céc té
bio T, din dén giam bach ciu lympho. Str dung mét mé hinh véi pseu-
dovirus (gia virus), cic tic gia cho thdy SARS-CoV-2 lay nhiém (nhwng
khéng nhén 1én) trong cac té bao T théng qua phan ng hdoa mang diéu
hoa bdi protein S. Cic dong té bao T nhay cam véi SARS-CoV-2 hon
nhiéu so vi SARS-CoV. Pang cht y, hACE2 ¢é mic biéu hién thip trén té
bio T, cho thiy ring cé thé mot thu thé khic déng vai trod trung gian dé
SARS-CoV-2 nhidm vao c4c té bao T.

Protein gai (protein Spike)

Coutard B, Valle C, de Lamballerie X, Canard B, Seidah NG, Decroly E. The spike glycoprotein of
the new coronavirus 2019-nCoV contains a furin-like cleavage site absent in CoV of
the same clade. Antiviral Res. 2020 Apr;176:104742. PubMed:
https://pubmed.gov/32057769. Fulltext: https://doi.org/10.1016/j.antiviral.2020.104742

Phat hién mét vi tri c6 thé dugc phan cit bdi enzyme gidng furin trong
protein gai cia SARS-CoV-2 nhung khoéng cé trong cic virus Corona
twong tw SARS khéc; mang lai tiém ning trong viéc phét trién cac thubc
khéng virus.

Watanabe Y, Allen JD, Wrapp D, McLellan JS, Crispin M. Site-specific glycan analysis of the
SARS-CoV-2 spike. Science. 2020 May 4. PubMed: https://pubmed.gov/32366695. Full-text:
https://doi.org/10.1126/science.abb9983

B& mit cua protein gai trén vé boc ciia virus bi bao phu béi glycans c6
ngudn gdc tir vt chi. Nhitng glycans ndy tao diéu kién dé virus 14n trén
hé mién dich bing cich che chin cic epitope khéi sw nhin dién
b&ikhang thé. Gen ma héa protein S clia SARS-CoV-2 S ma héa 22 chudi
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peptide c6 thé gin glycan bing lién két N trén mdi viing gen khéi dong.
Str dung céch tiép c4n bing khi phd tai mdi viing cu thé, cc tic gia cho
thdy céc cu tric glycan ndy c6 trén mét loai khing nguyén tai t hop
chira protein S ctia virus SARS-CoV-2.

Lién két véi ACE

Lan J, Ge J, Yu J, et al. Structure of the SARS-CoV-2 spike receptor-binding domain bound to
the ACE2 receptor. Nature. Published: 30 March 2020. Full-text:
https://www.nature.com/articles/s41586-020-2180-5
Pé 1am séng té su twong tac giita RBD ctia SAR-CoV-2 va ACE2 & d6 phan
giai cao hon, tic gia sir dung tinh thé hoc tia X (X-ray crystallography).
Céch thirc lién két clia SARS-CoV-2 v&i ACE2 rit gibng véi SARS-CoV,
ching minh cho su tién héa héi tu caa hai loai virus. Céc epitope trén
hai khéng thé cta SARS-CoV nhim vao RBD ciing dugc phén tich véi
RBD ciia SARS-CoV-2, cung cAp nhirng hidu biét sdu sic vé viéc x4c dinh
c4c khang thé phan rng chéo trong twong lai.

Wang Q, Zhang Y, Wu L, et al. Structural and Functional Basis of SARS-CoV-2 Entry by Using
Human ACE2. Cell. 2020 Apr 7. pii: S0092-8674(20)30338-X. PubMed:
https://pubmed.gov/32275855. Full-text: https://doi.org/10.1016/].cell.2020.03.045

CAu tric tinh thé mién C-terminal ctia protein S clia SARS-CoV-2 trong
phtrc hgp véi ACE2 ctia ngudi dugce trinh bay trong bai bao. Cach thirc
lién két hACE2 ciia SARS-CoV-2 c6 vé tuong tw nhu SARS-CoV, nhung si
thay thé mot vai axit amin quan trong d4 13m ting nhe twong téc va din
dén 4i lwc d6i v&i thy thé cao hon. Céc thi nghiém trén khang thé chi ra
su khac biét ddng chii § giita SARS-CoV va SARS-CoV-2 vé tinh khéng
nguyén.

Yan R, Zhang Y, Li Y, Xia L, Guo Y, Zhou Q. Structural basis for the recognition of SARS-CoV-2
by full-length human ACE2. Science. 2020 Mar 27;367(6485):1444-1448. PubMed:
https://pubmed.gov/32132184. Full-text: https://doi.org/10.1126/science.abb2762

Str dung kinh hién vi dién tir nhiét d6 thip (cryo-electron microscopy)
dé cho théy cach thirc SARS-CoV-2 g&n vao té bao ctia con ngudi. Khi vi-
rus xAm nhap, dAu tién chiing gén protein S cia chiing v6i thu thé ACE2
(angiotensin-converting enzyme 2) ctia ngudi. T4c gia d3 trinh bay ciu
tric clia ACE2 & ngudi trong mét phitc hop vdi protein mang té bao ma
né hd trg - BOAT1 - cung cAp co s& cho su phat trién ciia phuwong phap
tri liéu nhim vao sy twong tic quan trong giira protein S va thu thé
ACE2 nay.
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Sw xam nhép té bao

Hoffmann M, Kleine-Weber H, Schroeder S, et al. SARS-CoV-2 Cell Entry Depends on ACE2 and
TMPRSS2 and Is Blocked by a Clinically Proven Protease Inhibitor. Cell. 2020 Mar 4.
pii:  S0092-8674(20)30229-4.  PubMed:  https://pubmed.gov/32142651.  Fulltext:
https://doi.org/10.1016/j.cell.2020.02.052
Nghién ctru niy chi ra sy xdm nhép cta virus xay ra nhu thé nio. SARS-
CoV-2 sir dung thu thé ACE2 - gidng nhu SARS-CoV - dé xam nhap té bao
vA TMPRSS2 protease huyét thanh dé mdi protein S. Thém vao d6, huyét
thanh tir bénh nhan SARS di khéi bénh c¢6 thé trung hoa chéo sy xAm
nhép vao té bao bing con dwdng protein S ctia virus SARS-CoV-2.

Letko M, Marzi A, Munster V. Functional assessment of cell entry and recep- tor usage for
SARS-CoV-2 and other lineage B betacoronaviruses. Nat Microbiol. 2020 Apr;5(4):562-
569. PubMed: https://pubmed.gov/32094589. Full-text: https://doi.org/10.1038/s41564-
020-0688-y
Nghién ciru quan trong vé sw xAm nhép cua virus, sit dung mot nén téng
nhanh chéng va kinh té cho phép kiém tra chitrc ning mét nhém 16n céc
virus tir déng vat c6 tiém ning giy bénh cho ngudi. Giai doan protein
ctia virus dugc xir Iy bing protease cta té bao vat chu trong qua trinh
xam nhap 1 mot rao can dang k& dbi véi mot s virus dong B. Tuy nhién,
mét s6 virus corona da vugt qua dwoc rio can niy va xAm nhép vio té
bao ngudi thong qua mét loai thu thé chwra x4c dinh dugc.

OuX,LiuY, Lei X, et al. Characterization of spike glycoprotein of SARS-CoV-2 on virus entry
and its immune cross-reactivity with SARS-CoV. Nat Commun. 2020 Mar 27;11(1):1620.
PubMed: https://pubmed.gov/32221306. Fulltext: https://doi.org/10.1038/s41467-020-
15562-9

Théng tin thém vé sy xAm nhép clia virus va kha ning trung hoa chéo
(kh4 han cheé) giira SARS-CoV va SARS-CoV-2.

Yuan M, Wu NC, Zhu X, et al. A highly conserved cryptic epitope in the receptor-binding
domains of SARS-CoV-2 and SARS-CoV. Science. 2020 Apr 3. pii: science.abb7269. Pub-
Med: https://pubmed.gov/32245784. Full-text: https://doi.org/10.1126/science.abb7269

Nhirng hiéu biét chi tiét vé cich khéng thé nhén dang virus va cich
SARS-CoV-2 c6 thé bi nhan dién b&i mién dich thé dich, mé ta mét
epitope {t bién dbi ma ca SARS-CoV v SARS-CoV-2 déu cé. Epitope niy
c6 thé dwgc tin dung trong phat trién vaccine va cac khang thé bao vé
chéo.

Zhang L, Lin D, Sun X, et al. Crystal structure of SARS-CoV-2 main protease provides a basis
for design of improved alpha-ketoamide inhibitors. Science. 2020 Mar 20. PubMed:
https://pubmed.gov/32198291. Fulltext: https://doi.org/10.1126/science.abb3405
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Chu triic tinh thé tia X ctia Protease chinh (Mpro, 3Clpro) ctia SARS-CoV-
2, protease niy can thiét cho qua trinh xtr I cdc polyproteins dugc dich
mi tir RNA clia virus. Mot phtrc hop ctia Mpro va mdt chét e ché a-
ketoamide dwoc t6i wu héa ciing duwgc mb ta trong nghién ctru.

RNA-polymerase phu thugc RNA (RdRp)

Gao Y, Yan L, Huang Y, et al. Structure of the RNA-dependent RNA polymerase from
COVID-19 virus. Science. 15 May 2020: Vol. 368, Issue 6492, pp. 779-782. Full-text:
https://doi.org/10.1126/science.abb7498

Str dung kinh hién vi dién tir nhiét d6 thép, tic gia di mé ta cAu tric clia
RdRp - RNA-dependent RNA polymerase, mdt enzym cha chét khac
trong qud trinh nhin 1én cda virus. Nghién citu ciing chi ra dugc cach
remdesivir va sofosbuvir lién két véi polymerase ndy. Céc téc gia da x4c
dinh cAu tric cia RdRp (dugc biét dén véi tén goi nsp12), véi d6 phan
giaidai 2,9 angstrom, xtdc téc cho su tdng hop RNA ctia virus, trong phirc
hop véi hai ddng yéu t6 13 nsp7 va nsps.

Hillen HS, Kokic G, Farnung L et al. Structure of replicating SARS-CoV-2 polymerase. Nature
2020. Full-text: https://doi.org/10.1038/541586-020-2368-8

CAu trdc hién vi dién tir déng lanh ciia SARS-CoV-2 RdRp & dang hoat
dong, bit chudc enzyme sao chép. Cic doan cu triic mé rong hinh xoin
¢ dai trong nsp8 nhé ra doc theo RNA dang thoat ra khéi phirc hgp
RNA-RdRp, hinh thanh cac “cyc truot” tich dién dwong. Cac cuc trugt
ndy c6 thé giai thich cho hoat dong ctia RdRp d3 dugc biét dén, rét cAn
thiét cho sy nhan 1én ciia bd gen dai ctia virus corona. Mot video cung
X A \ 2 A 2 WA 7 A A ”
cap mot hinh anh d6ng ctia “bd mdy nhin déi gen”.

Pong vat va m6 hinh dong vat

Bao L, Deng W, Huang B, et al. The pathogenicity of SARS-CoV-2 in hACE2 transgenic mice.
Nature. 2020 May 7. PubMed: https://pubmed.gov/32380511.  Full-text:
https://doi.org/10.1038/s41586-020-2312-y
Kha ning giy bénh cta virus SARS-CoV-2 di dugc chirtng minh & chudt
bién ddi gen mang ACE2 ctia ngudi khi bi phoi nhiém véi loai virus nay.
Mb hinh chudt trén sé c6 gi4 tri dé d4nh gi4 liéu phap khéng virus va
vaccine ciing nhu tim hiéu co ché bénh sinh ciia COVID-19.

Chan JF, Zhang AJ, Yuan S, et al. Simulation of the clinical and pathological manifestations of
Coronavirus Disease 2019 (COVID-19) in golden Syrian hamster model: implications
for disease pathogenesis and transmissibility. Clin Infect Dis. 2020 Mar 26. PubMed:
https://pubmed.gov/32215622. Fulltext: https://doi.org/10.1093/cid/ciaa325
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M6 hinh chuét bach co sén dugc st dung nhw mét cdng cu quan trong
d& nghién ciru sy truyén bénh, sinh bénh hoc, diéu tri va vaccine chng
lai SARS-CoV-2.

Chandrashekar A, Liu J, Martinot AJ, et al. SARS-CoV-2 infection protects against rechallenge
in rhesus macaques. Science. 2020 May. PubMed: https://pubmed.gov/32434946. Full-
text: https://doi.org/10.1126/science.abc4776

Khéng c6 su téi nhiém & loai khi. Sau khi loai bé hét virus tir 1in nhidm
dAu, 9 con khi vang da duoc tai nhiém lai vio ngly 35 véi ciing mét lidu
virus nhu 14n giy nhidm dau tién. R4t it RNA virus dwoc tim thiy & dich
rira phé quan (BAL) vio ngay 1 sau khi t4i nhiém lai, va khong phat hién
dwoc RNA virus & cac mbc thoi gian tiép theo. Nhirng dir liéu niy cho
thiy SARS-CoV-2 tao ra kha ning mién dich bao vé chéng lai tai nhidm &
loai linh trwéng khong phai nguoi.

Halfman PJ, Hatta M, Chiba S, et al. Transmission of SARS-CoV-2 in Domestic Cats. NEJM May
13, 2020. Full-text: https://www.nejm.org/doi/full/10.1056/NEJMc2013400
Ba con méo dugc thudn héa di thua62ncho nhiém SARS-CoV-2. Mot
ngly sau d6, mot con méo khéng bi bénh dwoc dé séng chung véi méi
con méo bi nhidm bénh. T4t ca su con méo sau dé déu mic bénh va da
phat trién cic hiéu gi4 khéng thé nhwng khéng 6 bit ky triéu chirng
nlo. Méo c6 thé 13 mét vat cha trung gian khéng c6 triéu ching.

Rockx B, Kuiken T, Herfst S, et al. Comparative pathogenesis of COVID-19, MERS, and SARS in
a nonhuman primate model. Science 17  Apr  2020. Full text:
https://science.sciencemag.org/content/early/2020/04/16/science.abb7314

Khi c6 thé dwgc sir dung nhw mét mé hinh dé thir nghiém cc quy
trinh tri liéu. Virus dugc bai tiét tir miii va hong trong nhitng ca khong
6 d4u hiéu 1am sang va dugc phat hién & céc té bao phdi loai I va Il
trong cdc tdn thuong phé nang lan téa va trong céc té bao bidu mé cua
miii, phé quan va niém mac phé quéan. Cic tén thuong & phdi thudng
ning hon khi nhiém SARS-CoV, trong khi lai nhe hon khi nhiém MERS-
CoV, noi virus dwgc phat hién chit yéu & cc té bao phbi loai II.

Munster V], Feldmann F, Williamson BN, et al. Respiratory disease in rhesus macaques inocu-
lated with SARS-CoV-2. Nature 2020. Full-text: https://doi.org/10.1038/s41586-020-2324-
7

SARS-CoV-2 gy ra bénh hé hép & 8 con khi vang, kéo dai 8-16 ngly. Tai
lwgng virus cao di dwgc phét hién trong tim bong phét miii hong ciing
nhu trong dich rira phé quan. M6 hinh nghién cttu sir dung khi vang nay
d3 mo6 phong COVID-19, lién quan dén su nhan 1én va phat tin caa virus,
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sw xu4t hién tham nhiém phdi, tdn thuong mé hoc va chuyén dbi huyét

thanh.

Sia SF, Yan L, Chin AWH. et al. Pathogenesis and transmission of SARS-CoV-2 in golden ham-
sters. Nature 2020. Full-text: https://doi.org/10.1038/s41586-020-2342-5
Trong hiu hét cic trudng hop, ban khéng cin khi. Chuét hamster Gold-
en Syria ciing c6 thé cé ich. SARS-CoV-2 l4y truyén nhanh chéng tir
chubt bi bénh sang chudt lanh bing cich tiép xdc truc tiép va qua khi
dung. Truyén qua v4t trung gian trong 1dng bin kém hiéu qua hon.
Hamster bi gdy nhiém va nhiém ty nhién c6 triéu chitng gidm cin rd rét,
va tAt ca da hdi phuc ciing v&i sw xuét hién caa cic khang thé trung hoa.

Sit TH, Brackman CJ, Ip SM et al. Infection of dogs with SARS-CoV-2. Nature 2020. Full-text:
https://www.nature.com/articles/s41586-020-2334-5

Hai trong s6 muwdi 13m con ché (mét con ch Pomeranian va mét con ché
chin clru Pirc) tir cac hd gia dinh ¢ ngudi mic COVID-19 dugc xac nhin
nhidm bénh & Hong Kéng. Ca hai con ché vin khéng c6 triéu chirng
nhung sau d6 da phét trién ddpn ng khang thé bing cich sir dung cic
xét nghiém do lwong khang thé trung hoa qua kha ning lam giam sé
plaque virus. Phan tich di truyén cho thy nhitng con ché bi nhiém virus
tir chti ctia ching. Hién van chura rd liéu nhirng con ché bi nhiém bénh
6 thé truyén virus cho cdc déng vét khic hodc cho con ngudi hay
khong.

Vaccine (Xem thém trong phin Mién dich hoc)

Le TT, Andreadakis Z, Kumar A, et al. The COVID-19 vaccine development land- scape. Nature
reviews drug discovery. 09 April 2020. Full-text: https://www.nature.com/articles/d41573-
020-00073-5.

landscape. Nature reviews drug discovery. 09 April 2020. doi: 10.1038/d41573-020-00073-5. Full-
text: https://www.nature.com/articles/d41573-020-00073-5

Bang tém tit tdng quan tir dir liéu ciia bay chuyén gia da két luan:
nhirng nd luc hién nay 1a chwa tirng c6 vé ca quy mé va téc d6; dong thoi
d3 c6 dAu hiéu cho thiy vaccine c6 thé dwoc ding trong cong ddng vio
diu nam 2021. Tinh dén ngay 8 théng 4 nim 2020, c4c chwong trinh thir
nghiém vaccine trén toan ciu di c6 115 ing cir vién vaccine, trong d6 5
vaccine séng gi4 nhit da chuyén sang giai doan thir nghiém 1am sang,
bao gdm mRNA-1273 tir Moderna, Ad5-nCoV tir CanSino Biologics, INO-
4800 tir Inovio, LV-SMENP-DC vA mam bénh dic hiéu aAPC tir Vién Y hoc
Di truyén va Mién dich ThAm Quyén (Shenzhen Genoimmune Medical
Institute). Cudc dua vin dang dién ra!

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8
https://doi.org/10.1038/s41586-020-2342-5
https://doi.org/10.1038/s41586-020-2342-5
https://www.nature.com/articles/s41586-020-2334-5
https://www.nature.com/articles/s41586-020-2334-5
https://www.nature.com/articles/s41586-020-2334-5
https://www.nature.com/articles/d41573-020-00073-5
https://www.nature.com/articles/d41573-020-00073-5
https://www.nature.com/articles/d41573-020-00073-5
https://www.nature.com/articles/d41573-020-00073-5
https://www.nature.com/articles/d41573-020-00073-5
https://www.nature.com/articles/d41573-020-00073-5

Virus hoc | 103

Callaway E. The race for coronavirus vaccines: a graphical guide, Eight ways in which scien-
tists hope to provide immunity to SARS-CoV-2. Nature 2020, 28 April 2020. 580, 576-577.

Full-text: https://doi.org/10.1038/d41586-020-01221-yla2mBaz2i Bai ddnh gia téng hgp
véi hinh anh minh hoa tuyét voi vé sw phét trién vaccine & thoi diém
hién tai. That d& hiéu, né giai thich cic phuwong phép tao vaccine khac
nhau nhv st dung virus, vector virus, axit nucleic va vaccine dua trén
protein.

Zhu FC, Li YH, Guan XH. Safety, tolerability, and immunogenicity of a recombinant adenovi-
rus type-5 vectored COVID-19 vaccine: a dose-escalation, open-label, non-
randomised, first-in-human  trial. Lancet May 22, 2020. Full-text:
https://www.thelancet.com/journals/lancet/article/PI1S0140-6736(20)31208-3/fulltext

Thir nghiém m& giai doan I cia mét vaccine COVID-19 st dung vecto
Ad5 c6 mang gen biéu hién toan chudi glycoprotein gai. Téng cng 108
ngudi trudng thanh khoe manh tir 18 d&én 60 tudi & Vii Han, Trung Quéc,
d3 dwoc tiém ba lidu khac nhau. Khang thé ELISA va khéng thé trung hoa
ting dang ké va dat dinh trong vong 28 ngdy sau khi tiém. Phan trng té
bao T dat dinh vio ngdy 14 sau tiém ching. Thoi gian thu miu trén
nhitng ngwdi tinh nguyén con kha ngin, nén cic tic gia sé theo dai
nhitng ngudi da tiém vaccine trong it nhét 6 thang tiép theo, nhd vay sé
thu dwgc nhidu dir liéu hon. Déng chi y, céc tic dung phu xay ra twong
déi thudng xuyén, bao gém dau & cac vi tri tiém (54%), sbt (46%), mét
méi (44%) va dau dAu (39%). Nghién ciru giai doan II dang dwoc tién
hanh.

Sinh bénh hoc (Xem thém trong phan Mién dich hoc)

Blanco-Melo D, Nilsson-Payant BE, Liu WC, et al. Imbalanced Host Response to SARS-CoV-2
Drives Development of COVID-19. Cell May 15, 2020. Full-text:
https://doi.org/10.1016/j.cell.2020.04.026

Phian tich chuyén sdu déng ngwdng md vé phan tng cia vét cha véi
SARS-CoV-2 va c4c virus dwdng hd hap khéc cia ngudi trong cac dong té
bao, nudi cAy té bao chura biét héa, & chdn swong va bénh nhan COVID-
19. Dt lidu lién tuc cho thiy mot phan ing viém dic biét va bat thudng
v&i SARS-CoV-2 khi c6 su mét c4n biing giita viéc kiém so4t su nhan 1én
ctia virus vé6i viéc kich hoat phan ng mién dich thich nghi. Piém dic
trung clia sw mit cAn bing nay 12 ndng d6 interferon loai I va III thip
cling v&i sy ting cic chemokine va sy biéu hién cao ctia IL-6. C4c tac gia
dé xuit ring, sw giam kha ning mién dich bAm sinh chéng virus cling
véi viéc san xuét cytokine gy viém qud mirc 13 nhitng dic didm dic
trung va cht dao ctia COVID-19. Véi dic diém nay, cic phwong phép
diéu tri COVID-19 it lién quan dén phan rng IFN ma lién quan nhiéu hon
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den kiém sodt tinh trang viém.

Bordoni V, Sacchi A, Cimini E. An inflammatory profile correlates with decreased frequency
of cytotoxic cells in COVID-19. Clinical Infectious Diseases 2020, May 15. Full-text:
https://doi.org/10.1093/cid/ciaa577

Su gia ting clia céc chét trung gian gdy viém cé twong quan véi viéc
giam chirc ning khéng virus dc té bdo bam sinh va thich nghi. Céc tc
gia da tim thiy s6 lwong t& bao NK c¢6 chira perforin thip hon & 7 bénh
nhan thudc don vi chdm séc dic biét (ICU) so véi 41 bénh nhan khong
cin chim s6c dic biét , cho thiy su suy yéu ctia mién dich doc té bao la
mét co ché giy bénh.

Grifoni A, Weiskopf D, Ramirez SI, et al. Targets of T cell responses to SARS-CoV-2 corona-
virus in humans with COVID-19 disease and unexposed individuals. Cell 2020. Full-text:
https://doi.org/10.1016/j.cell.2020.05.015

Phan irng té bao 13 mét 18 hdng kién thirc 16n. Nghién citu quan trong
nay di x4c dinh céc t& bio T CD8 va CD4 tuin hoan trong méu dic hiéu
v&i SARS-CoV-2 chiém 70-100% trong 20 bénh nhan diéu tri COVID-19.
Phan trng ctia té bao T CD4 dbi véi protein gai 13 rit manh mé va tuong
quan véi hiéu gi4 1gG. Pang chi ¥, cac tic gia da phat hién cic té bao T
CD4 nhan dién dugc SARS-CoV-2 & 40-60% s6 ngudi khong phoi nhiém,
cho thiy sy ton tai ctia t& bao T c6 thé nhan dién chéo céc virus corona
lwu hanh theo mua va SARS-CoV-2.

Li H, Liu L, Zhang D, et al. SARS-CoV-2 and viral sepsis: observations and hypotheses. Lancet.
2020 May 9;395(10235):1517-1520. PubMed: https://pubmed.gov/32311318. Full-text:
https://doi.org/10.1016/S0140-6736(20)30920-X

Panh gi4 ngin gon nhung rit hay va mét s gia thuyét vé sinh bénh hoc
SARS-CoV-2. Diéu gi xdy ra trong tuin tht hai khi céc dai thuc bao tai
phdi bt diu c4c phan ng viém dé loai b virus sau khi nhiém SARS-
CoV-2 va khi c4 hai loai mién dich bAm sinh va thich nghi d&u khéong
hiéu qua trong viéc han ché sy nhan 1én cua virus nhim gitip bénh nhan
nhanh chéng hdi phuc?

Shen B, Yi X, Sun Y, et al. Proteomic and Metabolomic Characterization of COVID-19 Patient
Sera. Cell May 27, 2020. Full-text:
https://www.sciencedirect.com/science/article/pii/S0092867420306279
Nhirng hidu biét phan tir vé co ché bénh sinh ctia SARS-CoV-2. C4c tac
gia d3 4p dung cic céng nghé proteomic va metabolomic d& phan tich
proteome v metabolome tir huyét thanh ctia bénh nhin COVID-19 va
mét s6 nhém dbi chirng. Phan tich cic dwdng truyén tin hiéuva sy ting
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biéu hién bat thudng ctia mang ludi 93 protein cho thiy 50 trong s6 cac
protein niy thudc ba con dwdng chinh, d6 13 kich hoat hé théng bb sung,
chitc ning dai thuc bao va thoéi héa tiéu cAu. C6 80 chét chuyén héa
thay dbi ddng ké ciing tham gia vio ba qué trinh sinh hoc dwgc tiét 16
trong phén tich proteomic nay.

Tay MZ, Poh CM, Rénia L et al. The trinity of COVID-19: immunity, inflammation and inter-
vention. Nat Rev Immunol (2020). Full-text: https://www.nature.com/articles/s41577-020-
0311-8

Tbng quan tuyét hay vé sinh ly bénh ctia sy lay nhiém SARS-CoV-2. Lam
thé nio SARS-CoV-2 twong tic véi hé théng mién dich, 1am thé nao cac
phan tng mién dich bi réi loan gép phan vio su tién trién cia bénh va
c4ch diéu tri.

Vabret N, Britton GJ, Gruber C, et al. Inmunology of COVID-19: current state of the science.
Immunity 2020, May 05. Full-text: https://www.cell.com/immunity/fulltext/S1074-
7613(20)30183-7

Danh gi4 hay vé kién thirc hién tai vé cic phan tng mién dich bdm sinh
va thich nghi giy ra do sy 14y nhiém SARS-CoV-2 va cic con dwdng mién
dich c6 kha ning gép phin vao mirc d6 nghiém trong ctia bénh va tir
vong.

Cac tai liéu khac

Monto AS, DeJonge P, Callear AP, et al. Coronavirus occurrence and transmission over 8 years
in the HIVE cohort of households in Michigan. J Infect Dis. 2020 Apr 4. pii: 5815743.
PubMed: https://pubmed.gov/32246136. Full-text: https://doi.org/10.1093/infdis/jiaa161
Mbt diéu khong rd rang ring liéu SARS-CoV-2 c¢6 hoat déng nhu céc vi-
rus Corona gy bénh trén ngudi khic (hCoVs) hay khong. M6t nghién
cttu doan hé tién ctru trén tré em va hd gia dinh tir Michigan da phét
hién ra ring nhiém hCoV phu thudc ré rét vio mia, cho thiy dinh diém
cua céc loai HCoV khac nhau (229E, HKU1, NL63, 0C43) vao thiang Hai
hang nim. Trong hon 8 nam, hiu nhu khéng cé trudng hop nhiém HCoV
nao xay ra sau thing Ba.

Thao TTN, Labroussaa F, Ebert N, et al. Rapid reconstruction of SARS-CoV-2 using a synthetic
genomics platform. Nature. 2020 May 4. PubMed: https://pubmed.gov/32365353. Full-
text: https://doi.org/10.1038/s41586-020-2294-9

Mbt tién bd ky thuit quan trong, cho phép nhanh chéng tao ra va xéc
dinh céc dic tinh chitc ning ctia c4c dang virus RNA khong ngirng tién
héa nay. C4c téc gia cho thiy kha ning 4p dung tang gen tdng hop dva
trén nAm men d@ t4i tao c4c virus RNA khéc nhau (rit khé dé nhan ban
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va thao tac do kich thuwdc va si khong dn dinh). Ho di c6 thé thiét ké va

hdi sinh cc ban sao téng hgp héa hoc clia SARS-CoV-2 chi mét tuin sau
khi nhin dugc cic doan DNA tong hgp.
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5. Mién dich hoc

Thomas Kamradt

Viéc giai ma dap trng mién dich ctia virus SARS-CoV-2 di dat dugc nhirng
budc tién than toc. Dau vy, van con mdt vai cdu héi quan trong va cap bach
can duoc tra 1oi:
e  Ngudi tirng bi nhiém COVID-19 cé dwrgc bao vé khéi bi tai nhiém hay
khong?
e Néu c6 thi si bao vé nhd hé mién dich nay kéo dai dugc bao 1au?
e Mirc d6 bao vé nay dén dau?
e Tai sao dién tién bénh COVID-19 trim trong hon rit nhiéu & ngudi
16n tudi?
e Dap tng mién dich chéng lai SARS-CoV-2 gép phan nhu thé nio vao
dién tién bénh? C6 cic dap rng mién dich bénh ly hay khong?
e Ching ta c6 thé diing cdc théng sé mién dich dé tién don vé nguy co
dién tién bénh tram trong & tirng bénh nhan khéng?

e  Chiing ta c6 thé tao ra vaccine chéng lai SARS-CoV-2 khéng?

Nhitng hiéu biét tét nhit cta ching ta vé dich bénh da dwoc tém tit lai mot
céch tuyét voi trong mét bai tong quan gan day (Vabret 2020).

Khéng the bao vé

Do chura ¢6 dit liéu thie nghiém hay 14m sang virng chic, chiing ta chi c6 thé
dua ra nhitng phong dodn cé co s dya trén nhirng kinh nghiém d3 cé truége
day véi céc chiuing virus Corona dic hitu (nhw 229E hay 0C43), virus SARS-CoV
vA MERS-CoV. Céc nghién citu thuc nghiém, huyét thanh hoc, huyét thanh -
dich t& hoc déu nhét tri ring virus Corona, bao gdm SARS-CoV, kich thich sy
tao thanh cic khang thé bao vé c6 kha ning trung hoa virus. Nhitng nghién
ctru ndy c6 vé ciing cho ring tic déng bao vé nhd khéng thé niy chi c6 tac
dung trong thgi gian ngan.

P4p ng mién dich té bao

Do chura c6 dit liéu thie nghiém hay 14m sang virng chic, chiing ta chi c6 thé
dua ra nhitng phéng dodn cé co s& dwa trén nhitng kinh nghiém d3 cé truéc
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day véi cac chiing virus Corona dic hitu (nhw 229E hay 0C43), virus SARS-CoV
va MERS-CoV. Cghién citu thic nghiém, huyét thanh hoc, huyét thanh - dich
t& hoc d8u nhét tri ring virus Corona, bao gdm SARS-CoV, kich thich sy tao
thanh cdc khang thé bao vé c6 kha ning trung hoa virus. Nhitng nghién ciru
nay c6 vé ciing cho ring tic déng bao vé nhd khéng thé nay chi cé téc dung
trong thoi gian ngin.

Hai nghién ciru gin day vé phan trng té bao T chdng lai SARS-CoV-2 & ngudi
khée manh va bénh nhin COVID-19 d4 cung cip nhitng hiéu biét quan trong
vé bénh dich ndy. Alessandro Sette va cong su da danh gid phan ng coa té
bao T & cic bénh nhin COVID-19 va nhém ching 1a 11 nguoi khoe manh
(Grifoni 2020). Str dung mdt hdn hop peptide tir cic protein S-, M-, N- va nsp
ctia SARS-CoV-2, ho d3 phét hién c6 dép ing qua trung gian t& bdo T CD4 + va
CD8 + lan lugt trong 100% va 80% bénh nhan. C6 1& dang ngac nhién hon, ho
ciing tim thiy d4p (ng ctia céc té bdo T CD4 + va CD8 + trong lan lwot 50% va
20% cac d6i tuwgng khoé manh chua tirng mic bénh COVID-19. Trong mét
nghién cttu twong tw, Andreas Thiel va cong su d3 stt dung mét hén hop bao
gdm mét luwgng 16n cac peptide chong lap tugng trung cho toan bd chudi
protein S ciia SARS-CoV-2. Ho phét hién té bao T CD4 + dic hiéu cho protein S
& 83% bénh nhan COVID-19 v 34% dbi twong khoé manh (Braun 2020). Ty 1é
c4c dbi twong khoé manh c6 d4p trng véi SARS-CoV-2 qua trung gian 13 té bao
T dugc giai thich 1a do tiép xdc tir trudc véi céc chung coronavirus khéc
(coronavirus giy cam lanh théng thudng) cé protein rat giéng véi SARS-CoV-
2. Thiel va cdng su tiép tuc chirng minh ring cic ddp ing té bao T nhim vao
dAu C ciia protein S xay ra thudng xuyén & ca bénh nhan 13n cic dbi tuwong
khée manh, mét biéu hién ciia phan ng chéo; trong khi d6, cic dép trng té
bao T nhim vio dAu N xay ra thudng xuyén & cic bénh nhin COVID nhung
khéng xuit hién & cic dbi twong khoé manh. Cau héi quan trong dwoc dit ra
b&i nhirng két qua nay 13 liéu nhitng té bio T phan ng chéo thudng bt gip
& nhirng ngudi thir nghiém khée manh c6 tic dung bao vé mét phan nao d6
hay khéng, hay c6 giy hau qua hodc tham chi cé thé gay hai néu nhitng ngudi
ndy bi nhiém SARS-CoV-2 hay khéng. Cic nghién ctu theo thdi gian
(longitudinal study) 13 cn thiét d& tra 1&i nhitng ciu héi ndy va ciing d& xac
dinh liéu c4c té bao T dic hiéu vdi SARS-CoV-2 c6 thé duoc phét hién trong
mau clia nhirng bénh nhan d hdi phuc trong thdi gian bao lau.
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Cudc tim kiém vaccine

Vé co ban:

o Hoi phuc sau nhiém thu’o’ng tao ra c4c mién dich lau dai, va d6i khi 1a sudt
ddi, chong 1a1 tac nhan giy bénh.

o Tri nhé mién dich bao vé chong lai c4c 14n tai nhiém théng qua trung gian
c4c khang thé dic hleu vatébaoT.

e Chiing ngira tao mién dich ma khéng cin phai tiép xiic véi mam bénh c6 doc
luc. Mién d1ch c6 thé 13 thu dong hodc cha déng.

e Trong mién dich thu déng, cic khéng thé c6 kha nang bao v¢ dugc truyen
tr ngudi hlen sang ngu’ofl nhén, trong khi mién dich chii déng tao ra cac
d4p ttng mién dich bao vé & ngudi dugc chiing ngira.

Mién dich thu déng chéng SARS-CoV-2

Mién dich thu déng chéng COVID-19 c6 thé dat dwoc v6i huyét twong tir bénh
nhan da hdi phuc, huyét thanh chira lwgng 16n khang thé mién dich, hodc véi
khang thé trung hoa don dong.

Huyét twong tiv bénh nhan d3 hdi phuc

Diéu tri bénh nhén véi huyét twong tir bénh nhan da hdi phuc dva trén ¥
twdng ring mot ngudi da khoi bénh sau nhidm sé& c6 cac khang thé chéng lai
t4c nhén gay bénh trong mau cta ho. Huyét twong tir ngudi bénh d3 hdi phuc
dwoc ding trong mot sb bénh nhim tring nhu sét xuit huyét Argentina
(Casadevall 2004). Kinh nghiém cho thiy truyén khéng thé c6 hiéu qua nhét
khi ding dé phong bénh va trong giai doan sém ciia bénh. Huyét twong tir
ngudi bénh di khéi di dugc thir trén nhitng bénh nhan nhiém SARS. Ping
tiéc thay, didu nay vin chwa dugce thuc hién trong khuén khd mét nghién
cttu 1am sang c6 kiém so4t. Do d6, mot phén tich tdng hop chi c6 thé két luan
ring phwong phap diéu tri 13 an toan va c6 lgi (Mair-Jenkins 2015). Trong khi
thudc hay vaccine chdng COVID-19 c6 thé phai doi dén hang théang, hang nim
nita mdi ¢4, thi huyét twong tir bénh nhan da hdi phuc hién di c6 sén.

Dén thdi diém hién tai, ching ta vin khong biét liéu ring nhirng bénh nhan
d3 khéi sau COVID-19 s& ¢6 luwgng cac khang thé ty nhién da cao dé c6 hiéu
qué bao vé khi truyén huyét twong hay khong. Ngay ca c4c xét nghiém dé xac
dinh ndng d6 khéng thé trung hoa ciing chwa dugc chuin hoé va khéng dugc
phd bién rong rii.

Hién tai, huyét twong tir ngudi bénh da hdi phuc dang dwoc diing cho nhitng
bénh nhan nhidm COVID-19 (xem phan Biéu tri). Mt vai nghién ctru 1am sing
nglu nhién dang dwoc tién hanh. Thir nghiém da trung tim CONCOR-1 bit
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diu vao ngdy 27 thing 04 v6i 1200 ngudi tham gia theo ké hoach va thi
nghiém CON-COVID tai Ha Lan v&i con s6 muc tiéu 13 hon 400 bénh nhan.
Nhirng thir nghiém nay ciing nhu nhirng nghién citu tuwong tu sé cho biét liéu
huyét tuwong tir ngudi bénh da hdi phuc cé thit sw an toan va hiéu qua.

Do c6 kha ning xay ra hién twong ting ning bénh ly phu thudc khing thé
(ADE), an toan 13 mét yéu t6 quan trong cAn dugc cAn nhic trong nhirng thir
nghiém ndy. Mot nghién ctru trén khi macaques di phat hién rang: sau khi
truyén nhitng protein khdng SARS-CoV-S$ tir nhitng con khi c6 mién dich sang
nhirng con chura tip xiic véi virus giy bénh, nhitng con khi dugc truyén pro-
tein da xut hién cdc tén thuong phdi cip tinh sau khi nhiém. Co ché dugc dé
nghi 12 do su hoat hoé dai thuc bao bi mét dinh huwéng, chuyén tir chira lanh
vét thwong sang ting viém (Liu 2019).

Tén thuwong phdi tién trién sau khi truyén khang thé ciing da dugc quan st &
nghién citu trén thé dbi v&i MERS (Houser 2017). Huyét twong tir bénh nhan
di khoéi dugc truyén vio nhirng bénh nhan dang nhiém MERS, va c6 mét béo
c4o ca bénh ghi nhén kha ning tén thwong phdi cip sau khi dwoc truyén
huyét twong (Chun 2016).

Tém lai, nhitng dir kién trén nhin manh sy can thiét cia viéc diing huyét
twong tir bénh nhan da hdi phuc trong cac thir nghiém 1am sing cé kiém soat
nham gitip x4c dinh tinh an toan va hiéu qua ctia phwrong phép nay.

Globulin siéu mién dich

Globulin siéu mién dich, vi du nhu globulin mién dich v&i cytomegalovirus
(CMVIG), dugc thu thip tir nhidu ngudi hién khéc nhau, hién tai 13 ché phim
dugc sir dung nhiu nhit trong truyén khéng thé thu déng. Céc ché phim nay
chtra ndng d6 cic khéng thé dic hiéu chéng lai nhirng tic nhan gay bénh cao
hon so véi str dung truc tiép huyét twong tir ngudi da khéi bénh. Tuy nhién,
viéc san xuit globulin siéu mién dich lai khé khin hon va hién tai khéng c6
ché phdm globulin mién dich sin ¢ ndo cho SARS-CoV-2.

Cac khang thé don dong

Céc khang thé trung hoa don dong 13 mot phwong phép diéu tri cé thé ding
@& chéng lai cic bénh truyén nhidm (Marston 2018). Vi du, mot khéng thé don
dong duoc cAp phép dé diéu tri du phong chéng virus hgp bao hd hip & tré so
sinh cé nguy co. va cdc khang thé don dong (mAb - monoclonal Antibodies)
d3 dugc sir dung dé diéu tri cho nhirng bénh nhan mic Ebola (Marston 2018).
Khang thé don dong chéng SARS-CoV d3 dwoc thir nghiém trén mé hinh déng
vat va mdt sé dwoc chitng minh 13 ¢6 hiéu qua. C6 kha ning cic khéng thé
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don dong chéng lai SARS-CoV-2 s& sém dugc phét trién va thir nghiém. Nhu
d3 gii thich & trén (xem phan v& tinh trang bénh tién trién ning lién quan
khang thé), cAn phéi dwoc loai trir nguy co 1am bénh tién trién ning lién
quan khéng thé, trwéc khi lwra chon sir dung khéng thé don dong.

Mién dich cha dong chong SARS-CoV-2

Tai thoi diém viét bai, cé dén hon 100 loai vaccine COVID-19 dang & céc giai
doan phat trién tién 1am sang khac nhau. 5 miu vaccine & pha 1 ctia thir
nghiém l4m sang (Thanh Le 2020).

Tbc d6 phat trién vaccine rat thin téc. Vao ngiy 11 thdng 01 nin 2020, cic
nghién citu ctia Trung Quéc cong bé chudi trinh tw gen ctia SARS-CoV-2 trén
internet. Gan 2 thang sau, ngdy 16 théng 03, mot vaccine gbc mRNA dugc dua
vio thir nghiém l4m sang pha 1. Diéu nay 13 kha thi, nhd vio nhirng hiéu biét
¢6 dugc trong nd luc phét trién vaccine chéng SARS va MERS va nhitng cong
nghé mdi.

Nhitng nghién citu trudc d6 da xac dinh duwgc protein S clia SARS-CoV va
MERS-CoV la nhitng muc tiéu thich hgp cho vaccine. Protein S bam vao
nhitng thu thé ACE2, gitip chiing xAm nhap t& bao ngudi. Mt d6 twong ddng
cao giita protein S clia 3 ching virus d4 nhanh chéng dwoc thiét 1ap sau khi
SARS-CoV-2 dugc phat hién va tuong tac protein S ctia né véi ACE2 dugc xac
nhin. Do viy, dich tic ddng ctia vaccine cling nhanh chéng dugc tim ra.
Nhitng céng nghé méi gitp phét trién nhanh chéng nhitng vaccine gbc
mRNA. Phuong phédp ndy dwoc 4p dung lan diu vio nim 2013. Trung tim
Kiém so4t Bénh dich CDC Trung Quéc d4 phét hién ra H7N9, mot ching virus
cim gia cAm méi va ngay 1ap tirc céng bd trinh tu cdc khéng nguyén lién
quan trén mang. Tiép cin theo huwéng sinh téng hgp cho phép ra d¥i mét
vaccine trong vong 8 ngay va vaccine d6 c6 kha ning kich thich tao khang thé
& chudt (Hekele 2013).

Nhu vy thi tai sao chiing ta vin dgi mét vaccine chéng SARS-CoV-2 hiéu qua
vi an toan? C6 mot vai trd ngai ma chiing ta phai giai quyét.

Cac chién lugc khac nhau dé phat trién vaccine chong
lai SARS-CoV-2

Hién c6 nhidu chién lwgc co ban khac nhau dang dwoc sir dung dé phat trién
vaccine chong lai COVID-19 (Amanat 2020).

Céch truyén théng nhit dé san xuit vaccine 13 sit dung toan b virus khi
ching d3 bi lam yéu di hodc bat hoat. Cac vaccine duwgc cap phép hién tai bao
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gdm vaccine phong bénh s&i va st vang (virus séng giam doc lic); ctim va bai
liét (virus bat hoat). Nhiéu nhém nghién ctru dang tiép tuc nd lwc d& phat
trién vaccine SARS-CoV-2 bi 1am yéu di hoic bit hoat.

Mbt cach tiép can khéc 13 sir dung protein virus tai t& hgp lam vaccine; mot
s6 vi du vaccine dugc cAp phép bao gdm vaccine viém gan B va virus u nhd &
ngudi (HPV). Nhiéu nhém nghién civru dang tiép tuc nd luc dé phat trién
protein SARS-CoV-2 S téi t hop c6 tinh sinh khang thé.

Mbt céch tiép c4n méi hon 13 siv dung céc vector tai td hop virus trong dé
mdt khéng nguyén c6 lién quan cta virut gy bénh dwgc biéu hién. Vi du duy
nhit dwoc cip phép hién nay 14 vaccine Ebola, dua trén mot loai virus viém
miéng mun nudc da duge bién ddi. Vaccine téi té hop dwa trén Adenovirus
chéng lai COVID-19 d4 budc vio thir nghiém lam sing giai doan I vio théng 3
nam 2020.

Vaccine DNA nhim vao protein S ciing dang trong giai doan phat trién tién
1Am sang. Hién tai khong c6 vaccine DNA nio dugc cAp phép, didu nay cé thé
1am cho qu4 trinh cAp phép chim hon so véi vaccine dwa trén protein. Mot
loai vaccine DNA chdng lai COVID-19 d4 budc vao thir nghiém 14m sang giai
doan I vao thang 4 ndm 2020.

Mot loai vaccine mRNA nhim vio protein S di dwgc sit dung trong thir
nghiém l4m sing giai doan I bit ddu vao ngly 16 théng 3. Hién tai chwa c6
vaccine mRNA dugc cAp phép, didu nay cé thé 1am cho qué trinh cip phép
chim hon so véi vaccine dua trén protein.

Mbt loai vaccine dwa trén cc té bio tua (dendritic cell) bién ddi gen biéu
hién mét minigene ctia SARS-CoV-2 dwgc mi héa biang lentiviral va mét
nghién ciru str dung c4c té bao trinh dién khéng nguyén bién ddi gen d buéc
vao thir nghiém 14m sang giai doan I vao thang 3. Hién tai khong c6 vaccine
dwoc cip phép ndo dwa trén cic té bio trinh dién khing nguyén bién dbi
gen, mot 1an nita ¢6 thé 1am cho qu4 trinh cAp phép cham hon so véi vaccine
dya trén protein.

Miic dit con qud sém dé dua ra bit ky du dodn nio v@ tinh an toan, kha ning
mién dich v hiéu qua cia nhiéu loai vaccine hién dang dwgc phat trién,
nhung that t8t khi thiy nhitng gi hoc dwgc tir nhitng nd luc trude day dwoc
4p dung vao viéc phat trién vaccine chéng lai coronavirus.

Vaccine chéng lai coronavirus cé thé giy ra phan trng mién dich bénh ly

Hiém khi vaccine 1am cho bénh ning thém thay vi gitip bao vé khéi bénh
(Openshaw 2001). Vaccine dugc tiém cho nguwdi khée manh. SARS-CoV-2 chi
giy bénh nhe, hoic d6i khi khéng c6 biéu hién bénh, & t6i thidu 80% ngudi
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nhidm virus. Do d6, cin nhic vé tinh an toan ctia vaccine 13 didu téi quan
trong. That khong may, c6 mét sé dir liéu goi y réng viéc phat trién mot loai
vaccine an toan chdng lai COVID-19 ¢6 thé khé khin hon binh thudng,

Phan ng mién dich do vaccine gay ra d6i véi FIPV 13 c6 hai & méo con
Viém phtc mac truyén nhiém & méo (FIP) 13 mét bénh nghiém trong va
thudng giy tlr vong & meo. N6 dugc giy ra béi mot loai coronavirus duge goi
14 FIPV. Nhirng nd luc khdc nhau trong viéc phét trién vaccine chéng virus
ndy d3 thét bai. Trong mét nghién ctru ban dau, nhirng chii méo con dugc
tiém vaccine mét chiing FIPV khong lay nhiém lai d& bi nhiém FIPV hon so
v&i nhém chirng khdng dugc tiém ching (Pedersen 1983). Pang lo ngai hon 1a
két qua ciia mot nghién ctru sau d6, trong dé6 meéo dwoc tiém ching bing
vaccine t4i t& hgp virus biéu hién protein FIPV S. Tiém vaccine ndy chi tao ra
khang thé trung hoa véi hiéu gid (ndng dd) rét thip. Sau khi chu déng gy
nhiém cac con méo nay véi FIPV (challenge study), cic dong vat dugc tiém
ching trudc d6 khéng nhitng khéng dugc bio vé ma con chét sém hon
(Vennema 1990). Ngudi ta cho ring sy xdm nhiém dai thuc bio qua trung
gian khang thé va sy ling dong cic phirc hgp mién dich giy ra bénh ning
hon & déng vat dugc tiém chiing (Perlman 2005, Weiss 1981).

Bénh hoc mién dich trong cic vaccine thir nghiém chéng SARS

Bénh hoc mién dich hoic si kich phat bénh di dwoc bdo cdo bsi nhidu nhém
nghién ciru sir dung cic cdng nghé khac nhau va cdc md hinh déng vat khac
nhau trong nd luc pht trién vaccine chéng lai SARS.

Tiém vaccine béng virus vaccine tai t§ hop da bién ddi (rMVA - recombinant
Modified Vaccinia virus Ankara) biéu hién protein S ctia SARS-CoV giy viém
gan ning & chdn swong (chdn ferret).

Chon swong dé bi nhiém SARS-CoV. Weingartl vi cong sw d tiém cho chdn
swong vaccine chtra virus téi t& hop da bién dbi gen (rMVA) bidu hién protein
S clia SARS-CoV (Weingartl 2004). Khi tiép xuc v&i virus, nhém nay tao hiéu
gid khang thé trung hod cao sém hon so v6i nhém ching. Tuy nhién, chon
swong durgc tiém ching rMVA-S bi viém gan ning, diéu khong xay ra & nhém
chitng (Weingartl 2004). Chdn suong ciing 12 loai rat d& bi nhiém SARS-CoV-2
(Kim 2020) va do d6 phit hop dé danh gid sy an toan cho cic ng cir vién
vaccine trong tuong lai.

Chich ngira chuét d4n dén phan trng viém type 2 tai phdi
Mbt nhém nghién ctru tir Bic Carolina (M§) da sir dung virus SARS-CoV bAt
hoat c6 hodc khdng cé t4 dwgc dé tiém chiing cho chudt (Bolles 2011). Vaccine
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bao vé nhirng con chudt it théng tudi tot hon va bao vé mot phan nhirng con
gia hon khoi tan tat (di chirng) va tir vong sau khi cho phoi nhiém véi virus
lidu cao. Tuy nhién, khi thir thach (chi dong giy nhiém) bing mét loai virus
di loai (heterologous virus) lai din dén thim nhiém viém va ting bach ciu 4i
toan & phdi ning hon & nhitng con vat dugc tiém chiing. Hon nita, & nhirng
con chudt gi3, vaccine khong tao ra sy bao vé nhung vin din dén tham
nhidm viém tai phdi. Sy xuit hién ciia bénh hoc mién dich tai phdi lién quan
dén vaccine niy sau d6 da dugc x4c nhin v mé rong thém b&i mot nhém
khéc (Tseng 2012). Tham nhiém phdi b&i bach ciu 4i toan ciing dwoc quan sit
thdy khi baculovirus t4i t& hop biéu hién protein S hodc céc hat gia
coronavirus (VLP) biéu hién protein S ctia SARS-CoV dwgc sir dung dé tiém
chiing cho chudt (Lokugamage 2008, Tseng 2012). Piéu quan trong cin luwu y
14 day chu yéu 13 nhirng phé4t hién mé bénh hoc va nhirng con chuét dugc
tiém vaccine d3 bi giam hiéu gid khéng thé khi phoi nhiém virus. Tuy nhién,
nhirng phét hién mé bénh hoc niy goi nhé dén nhirng phat hién lién quan
dén bénh ly-anh-hudng-bsi-tiém-vaccine & tré em dbi vdi vaccine chéng
virus hgp bao hé hip (RSV) vio nhitng ndm 1960 (Castilow 2007Hon nira, md
bénh hoc & phdi va thim chi viém phdi di dwoc bdo cdo khi chudt dugc tiém
virus vaccinia ti t5 hop (VV) biéu hién protein S va protein nucleocapsid (N)
ctia SARS-CoV (Yasui 2008). M6 bénh hoc & phdi ciing dwgc quan sat thay khi
c4c hat gia virus, don chu ky md phong virus gdy viém ndo ngwa (virus
replicon particle, VRP) ciia Venezuela biéu hién protein N dwogc sir dung dé
tiém chiing cho chudt (Deming 2006).

Thét khong may, nhirng phat hién twong tw da dugc béo cdo dbi vdi cic trng
ctr vién vaccine cho MERS-CoV. Vaccine MERS-CoV bt hoat tao ra khing thé
trung hoa & chudt va ciing din den kich hoat phan ling viém type 2 trong
phdi, cu thé 13 tham nhiém bach cAu 4i toan va ting ndng d6 IL-5 va IL-13
(Agrawal 2016).

Mbt s6 nghién citu cho thiy bénh hoc loai 2 ndy cé thé dwgc cai thién hoic
ngin ngira biing cich siv dung cic chit chi van thu thé (toll-like receptor)
(Iwata-Yoshikawa 2014) ho3c delta inulin (Honda-Okubo 2015) 13m t4 dwoc bd
sung vao c4c ng ci vién vaccine protein tai t& hop hodc bit hoat.

Tdng két lai, nhirng phat hién niy 1am d4y 1én nhiéu méi lo ngai. Panh gi4 mé
bénh hoc phdi mét cich cin thin nén dugc tién hanh trong giai doan phat
trién tién 14m sing ciia vaccine COVID-19.
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Tiém vaccine cho cdc lodi linh trwéng khéng phai ngwdi giy ra tén
thwong phdi cip tinh nghiém trong

Trong mdt nghién cttu gin day, khi macaques Trung Quéc dugc tiém vaccine
chtra virus vaccinia Ankara (MVA) d3 dwoc bién déi dé bidu hién toan bd
glycoprotein S ciia SARS-CoV (ADS-MVA) va rdi cho phoi nhiém véi SARS-CoV
8 tudn sau d6 (Liu 2019). Tiém vaccine gitip tao ndng d6 khang thé cao va
giam tai virus. Tuy nhién, nhirng con khi dugc tiém vaccine di bi ton thuong
phé nang lan téa (DAD) (Liu 2019). Mot nghién citu truéc d6 da sir dung SARS-
CoV bit hoat d& tiém vaccine cho bdn con khi. Ba con d3 dwoc bao vé khi phoi
nhidm, trong khi mét con cé bénh ly phdi phit hgp véi tinh trang ting ning
bénh phu thudc khang thé (antibody-dependent disease enhancement - ADE)
(Wang 2016). C4c tac gia ndy cho ring ADE xay ra do trung gian 12 cac khang
thé chdng lai moét s epitope ndo d6 cua protein S chir khéng phai céc
epitopes khac (Wang 2016).

Céc khéng thé chéng protein S 1am ting nguy co nhiém cta cic té bao
mién dich & ngudi

Céc khéng thé chdng lai protein S ctia SARS-CoV c6 thé 1am ting sy xAm nhip
ctia virus vio té bio ngudi bing cich twong téc véi cic epitopes trong mién
gin v&i ACE2 (Yang 2005). Huyét thanh mién dich chéng protein S da dwoc
bdo céo lam ting nguy co nhiém SARS-CoV ciia c4c dong té bao tao méu &
ngudi (trong thi nghiém nudi cAy té bao). Su xdm nhap ciia virus khong phai
théng qua thu thé ACE2 ma phu thudc vio thu thé Fey IT Jaume 2011). Mic dit
su lién quan cia nhirng phét hién in vivo ny vin con cin dwoc lam r3, né
cling d3 1am dai thém danh sich cic méi lo ngai cin dugc giai quyét trong
viéc phét trién vaccine an toan va hiéu qua chdng lai COVID-19.

Quan diém cta tac gia

V6i nhitng nd luc lién tuc va da dang dé phét trién vaccine chdng lai COVID-
19, chiing ta c6 thé lac quan ring mdt loai vaccine an toan va hiéu qua sé ra
doi trong tuwong lai khong xa.

Viéc phat trién vaccine chéng Ebola mt 5 nim va c6 ly do dé tin ring vaccine
COVID-19 s& dugc phat trién nhanh hon thé. Ching ta cin lwu y ring viéc tao
ra dwgc vaccine va phét trién giai doan ban dAu chi chiém 30% tong céng viéc
va thdi gian can thiet dé dem dwgc vaccine ra thi trudng.

Mbt thach thirc d6i vdi cic nha phét trién vaccine COVID-19 14 ngudi cao tudi
d& bi nhiém tring nhét va cé nguy co dic biét cao dién tién bénh ning hoic
thim chi tir vong. Do sy suy gidm mién dich theo tudi téc, viéc tiém ching &
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ngudi cao tudi rat khé khin, doi héi lidu cao hon hoic cic chwong trinh tiém
ching dic biét dé c6 thé tao ra dugc phan tng mién dich bao vé. Cac nghién
cttu trén chudt chi ra ring dong vat gid ciing c6 nhiéu kha ning phat trién
mién dich bénh ly sau khi dugc tiém ngira.

Mbt bai hoc déng 1& phai dugc rit ra sau dich SARS 13 nhiéu virut dic hitu
von khéng giy bénh & ngudi sé nhay tir cic ki cha dong vat caa ching sang
ngudi. Vi thuc té 13 khéng cé qua nhidu loai virus khic nhau cé thé gay
nhidm tring dwdng hé hip nghiém trong va c6 kha ning gay tir vong, sau khi
tim duwgc vaccine dic hiéu cho SARS-CoV-2 chiing ta khéng nén ngirng moi nd
lic lai qué sém. Thay vao d6, nhirng nd luc lién tuc nén dugc thuc hién dé
phat trién mét nén tang vaccine c6 thé nhanh chéng thich nghi véi cic ching
coronavirus méi sé xuat hién. Khéng ai biét dwoc khi ndo sé lai cé dot bing
phét tiép theo nhung c6 thé chic chin ring SARS-CoV-2 khéng phai la chiung
coronavirus cubi cling ma ching ta phai d6i dau.
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6. Cac quy trinh va k§ thuit chan do4n

Bernd Sebastian Kamps

Christian Hoffmann

Chan doan
Nhanh chéng xéc dinh va céch ly cdc c4 nhan bi nhim bénh mang tinh séng
con trong viéc kiém soat dich bénh. Chin doan ca nhiém dugc thuc hién dya
trén céc triéu chirng ldm sang, xét nghiém va hinh anh hoc. Vi cic triéu
chtrng va hinh anh hoc ctia COVID-19 1 khéng dic hiéu, chin dodn x4c dinh
nhiém SARS-CoV-2 phéi dwgc thuc hién bing phan tng chudi polymerase
dwa trén axit nucleic (polymerase chain reaction - PCR), khuéch dai mét doan
gen di truyén cu thé & virus. Chi vai ngdy sau khi cdc trudng hop nhidém bénh
dAu tién duge cong bd, mot quy trinh chin dodn x4c dinh cho SARS-CoV-2 da
dwoc trinh bay (Corman 2020). Viéc ndy minh chirng kha ning d6i phé manh
mé qua viéc hop tac v& mit hoc thuat va cdc phong xét nghiém cong trong cic
mang luéi nghién ctru quéc gia va chau Au.

Va0 ngay 19 thang 3 nim 2020, WHO di céng bé mét hudng din tam thdi vé

céc xét nghiém d6i v6i nhitng nguwdi nghi ngy mic bénh do coronavirus

(COVID-19) (WHO 2020). Gan d4y, nhiéu cAp nhit toan dién vé cic ky thuat xét

nghiém trong chin dodn SARS-CoV-2 ciing di dugc cong bd (Chen 2020,

Loeffelholz 2020).

Trong bdi canh véi ngudn luc han ché, khong xét nghiém nio dugc phép phi

pham. Pidu quan trong 13 bénh nhan chi nén dwoc xét nghiém néu két qua

dwong tinh 1am thay ddi viéc (rng phé. Ching han, viéc xét nghiém 13 khong
can thiét trong c4c trudng hop sau:

e Nhitng ngudi tré tudi d3 tiép xdc véi nhitng ngudi nhidm bénh vio mot
vai ngdy trwdc, cé nhirng triéu chirng nhe & mic d6 vira phai va séng mot
minh. Ho khéng cin xét nghiém PCR, thim chi ngay ca khi bi sét. Ho s&
tiép tuc tw cach ly & nha, bdo nghi 6m néu cin thiét, cich ly it nhét trong
14 ngdy sau khi c4c tridu chirng khéi phét. Xét nghiém chi hiru ich ¢ lam
rd liéu nhirng ngudi tré tudi ndy cé thé 1am viéc trong bénh vién hoic tai
cac co s& chdm séc sirc khée khac sau thdi han cach ly. Mét vai noi yéu
ciu c6 it nhit 1 xét nghiém am tinh (phét dich mii hong) trwéc khi quay
tr& lai lam viéc (thém vio d6 13 it nhit 48 gi& khong con triéu chirng).

e Mbt cip vg chdng tré vé tir mot diém néng ctia dich bénh va cam thiy dau
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nhe & c6 hong. Vi dit sao ho vin phai c4ch ly, xét nghiém & trudng hop
nay 1 khong cin thiét.
oMbt gia dinh 4 ngudi c6 nhirng triéu ching dién hinh ctia COVID-19. Xét
nghiém chi cin thuc hién cho mét ngudi (c6 triéu chirng) 13 du. Néu két
qué duong tinh, khéng cin thiét phai xét nghiém hét tit ca nhirng ngudi
trong gia dinh, mién 12 ho & nha.
Nhitng quyét dinh nay khéng d& dé trao ddi véi bénh nhén, dic biét 1a nhirng
ngudi sg hii va lo ling.
Tuy nhién, trong nhirng tinh huéng khac, xét nghiém phai dwoc thuc hién
ngay lap tirc va Lip lai néu cin thiét, dic biét 1a dbi v6i nhan vién y té c6 triéu
ching, ciing nhu cho trudng hop tai céc vién dudng ldo, dé phét hién & dich
cang nhanh cing tét.
Mic dit céc khuyén cdo dwgc cip nhit lién tuc bi cic co quan chirc ning va
c4c hé théng y té qudc gia, vé viéc ai nén dwgc xét nghiém va thuc hién xét
nghiém béi ai va khi no: cdc khuyén céo ndy lién tuc thay ddi va phai lién tuc
cap nhat thich hgp véi tinh hinh dich té tai dia phuong. Véi ty 1é nhiém bénh
giam dong thoi kha ning xét nghiém gia ting, nhiu bénh nhan chic chin sé
c6 thé dwgc xét nghiém trong twong lai, va chi dinh xét nghiém sé& dwgc mé
rong.

Lé"ly mau

SARS-CoV-2 c¢6 thé dwgc phét hién trong cdc miu mé va dich co thé khac
nhau. Trong mét nghién ctru trén 1070 miu dwogc thu thip tir 205 bénh nhan
mic COVID-19, miu thu dwoc tir dich rira phé quan c6 ty 16 duwong tinh cao
nhit (14/15; 93%), tiép theo 1a dam (72/104; 72%), phét miii (5/8; 63%), miu
sinh thiét tir ng ndi soi phé quéan (6/ 13; 46%), phét hong (126/398; 32%),
phén (44 of 153; 29%) va méu (3 trén 307 ; 1%). Khdng c6 miu nio trong s6 72
mAu nwéce tidu dwoc xét nghiém cho két qua dwong tinh (Wang X 2020). Virus
ciing khéng dwoc tim thiy trong dich 4m dao ctia 10 bénh nhén nit mic
COVID-19 (Saito 2020).

Hai nghién cttu & giai doan sém cua dai dich ciing khéng tim thiy virus trong
mAu tinh triing va sira me (Song 2020, Scorzolini 2020). Tuy nhién, trong mét
bdo c4o ca bénh gin diy, RNA ciia SARS-CoV-2 dwgc tim thiy 4 ngay lién tiép
trong miu sita me ctia mot ngwdi me nhiém bénh. Phat hién RNA cta virus
trong sita me xdy ra cung lic vdi céc triéu chirng nhe ctia COVID-19 va tré so
sinh ciing cé xét nghiém chin doan dwong tinh (GroR 2020). Trong nhirng
trudng hop hiém hoi, virus c6 thé dugc phat hién trong nudc mét va dich tiét
két mac (Xia 2020).
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Ngoai mAu phét miii hong, cic miu bénh phim ciing ¢ thé dwoc ldy tir dam
(néu c6), dich hiit ndi khi quan hoc dich rira phé quan. C6 kha ning cic miu
& dudng hd hap dudi nhay hon so véi mau phét miii hong. Dic biét & nhirng
bénh nhan bi bénh ning, thudng cé nhidu virus & dwdng hd hap dwéi hon &
dwong hé hip trén (Huang 2020). Tuy nhién, ludn ¢ nguy co cao “tao khi
dung” khi ldy cic m3u nay va nhu vy din dén nguy co cc nhan vién y té bi
nhiém bénh.

Tuy nhién, sw nhan 1én ciia virus SARS-CoV-2 rit cao & cic mé dudng hé hép
trén, trdi nguwgc véi SARS-CoV (Wolfel 2020). Theo WHO, miu bénh phim
dwdng hd hip cho xét nghiém PCR nén dugc thu thip tir dwdng hé hip trén
(phét miii hiu va phét hong hoic dich rira miii hiu va hong) & bénh nhan cip
cttu (WHO 2020). Uu tién ldy m3u tir miii hiu va hdu hong cling ldc va ca hai
dwoc dit vao trong ciing mot dng.

Phét miii hiu - C4c van d@ thuc hanh

Viéc 14y mAu ding 13 cuc ky quan trong. T4t ca c4c 13i sai nhé trong cic quy
trinh 14y mu & ca mii hdu va hiu hong déu c6 thé din dén két qua xét
nghiém am tinh gid. Thém vao d6, cic bién phip bao vé phai dugc thyc hién
dé khéng gy nguy hiém cho ngudi iy mAu. M&i 14n 14y miu déu cé nguy co
lay nhiém cao! Khiu trang bao vé dwdng ho hip, kinh bao vé, 4o choang va
ging tay 12 bit budc. Nén thuc tip cach mic va théo bé quin 4o bao ho ding
quy trinh! Nhiéu sai 1dm xay ra ngay ca khi thdo khdu trang. C6 mét video
hitu ich vé bao vé, chuén bi, trang bi, mic va thdo trang thiét bi bao hd c4
nhén c6 thé xem tai day. (Marty 2020)

Dbi véi xét nghiém phét miii hiu, bénh nhan nén ngdi trén ghé va nga diu ra
sau mot chit. Ngudi 14y miu nén dirng & vi trf hoi 1éch dé tranh bi ho tring.
N6i véi bénh nhan ring didu niy c6 thé khong thoai mai trong mét thdi gian
ngin. Nén sir dung tim bong miii hong phit hop dé phat hién virus va cé truc
nhua déo nhit c6 thé. Que phét bing gb c6 thé 1am bAt hoat virus va cé nguy
co chdn thong cao. T3m béng miii hong nén dugc giit gitta ngdn céi va ngén
trd, gibng nhu mét cay bit chi, nhd d6 phin cudi khéng cham vio bt cir thir
gi. Thudng tién sdu vao 5-7cm sé cham tdi thanh sau miii hong, c6 thé cam
nhin dugc bing mét lic can nhe. "Chi cham vao ving diu & mii" 13 khong
da! Nén tranh cham vio ring va lui khi phét hong va rit tim bdng ra khoi
thanh sau vom hong, ngay ké bén ludi ga- Thin trong v&i phan xa nén! C6 rat
nhiéu video thurc té trén internet vé céch thuc hién chinh x4c quy trinh nay.
sau khi dwgc hudng dan thich hop, nhiéu bénh nhan c6 thé ty thuc hién liy
mAu theo cich nay.
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Chiing t6i d3 hwéng din dé cic bénh nhan (hiu hét!) cé thé ty liy miu tai
nha. Céc dng dé 14y miu dugc giri chuyén phét nhanh truc tiép dén nha cia
bénh nhan va dwgc dit trwde cira. Nguwdi van chuyén nén trénh tiép xdc truc
tiép v6i bénh nhan va cham truc tiép vao éng ldy miu (c6 thé dit ching truc
tiép vao tiii hodc thu thip bing mit ngwoc lai clia tii) va tryc tiép mang miu
tré vé (khong giri qua dwdng buu dién!). Pidu ndy yéu cAu phai dwgc huéng
dan chinh xéc ngay tir diu, nhung thudng kha kha thi.

Tim bong dé 1iy miu c6 thé dugc bao quan khé hoic trong mét lwgng nhé
dung dich NaCl; néu cin thiét, diéu ndy cin dugc 1am ré véi phong xét
nghiém trudc. Viéc nhanh chéng chay PCR 13 rat quan trong, tot nhit 13 trong
cting mdt ngly néu c6 thé. Nhiét d6 cao 13 khéng thuin lgi cho xét nghiém.
Trong mét nghién citu nhd, cdc miu dugc 1am bit hoat biing cich @ trong bé
nudc & 56°C trong 30 phiit. 7/15 miu c6 lwgng virus thap chuyén thanh 4m
tinh gia. Lwu gitt mAu 1au hon ciing din dén két qua 4m tinh gia (Pan 2020).
M3u bénh phim dudng hé hip dudi cé thé bao gdm dam (néu cd) va/hoic
dich hat néi khi quan hodc dich rira phé quan & bénh nhan mic bénh hé hip
ning hon. Tuy nhién, cAn xem xét nguy co tao khi dung cao (tuan thii nghiém
ngit cic quy trinh kiém sot va phong ngira nhiém khu4n). MAu bénh phim
bé sung c6 thé dugc thu thap vi virus COVID-19 d3 duwgc phét hién trong méu
va phan (xem phﬁn duéi).

Thu thip mAu bénh phim tir miii hiu va hiu hong bing tim bong c6 thé gy
khé chiu cho bénh nhan va khién nhén vién y té gip nguy hiém. Tral ngugc
véi nhiéu virus hé hip khac, SARS-CoV-2 ¢6 trong nudc bot va mot sé nghién
cttu da chi ra ring miu nudc bot dwgc liy & ving sau hong (viing hong sau) 1a
kha thi va d& chiu hon hon d6i vé6i ca bénh nhan va nhan vién y té (To 2020,
Yu 2020). Rira hong (throat washing) cé thé dugc st dung dé theo dai, do thu
thuat ndy khong xam l4n va c6 d6 tin cdy. Rira hong dwoc thuc hién bing
c4ch yéu ciu bénh nhan siic hong viing trén thanh hong sau véi 20 ml nuéc
mudi ding trwong vo triing. Sau 5-10 gidy, ho nhd nwéc mudi tir hong vio
mbt vat chira v6 tring. Trong 24 cip miu so sanh bénh phim rira hong va
phét miii hong, ty 1& xét nghiém dwong tinh ctia bénh phim rira hong cao hon
nhiéu so v&i bénh phim tir phét miii hong (Guo WL 2020).

Virus trong phin

Mic du chua cé trudong ho’p lay truyén qua duong phin-miéng nao dugc bao
c4o, nhung ngly cang nhidu bing chirng ring SARS-CoV-2 tich cuc nhan 1én
trong dudng tiéu héa. Nhiéu nghién ctru cho thiy su hién dién keo dai cda
RNA virus SARS-CoV-2 trong c4c mAu phan (Chen 2020, Wu 2020). Két hop két
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qué ciia 26 nghién cttu, mot bai tdng quan cho thiy 54% bénh nhan dwoc xét
nghiém RNA trong ph4n c6 két qua duong tinh. Thdi gian phat hién virus
trong phéan trong khoang tir 1 dén 33 ngdy sau khi phét mii hau 4m tinh
(Gupta 2020).

Nhitng nghién ctru nay da lam diy 1én mdi lo ngai vé viéc liéu nhirng bénh
nhan c6 két qua 4m tinh khi xét nghiém phét dich miii hdu c6 thuc su khéng
c6 virus hay khéng, hodc cin liy thém méu & céc vi tri khac cta co thé. Tuy
nhién, méi lién quan dén l4m sing cta nhirng phat hién niy vin chua ré rang
va c6 mét nghién cttu khong phét hién dwgc virus c6 kha ning lay nhiém tir
c4c mAu phan, mic dit miu phan cé néng d6 RNA virus cao (Wolfel 2020). Do
d6, su hién dién don ddc caa axit nucleic khdéng thé dwgc sir dung dé x4c dinh
kha ning phét tan virus hodc kha ning liy nhidm (Atkinson 2020). Dbi véi
nhiéu bénh do virus bao gdm SARS-CoV hoic MERS-CoV, ngudi ta biét ring
RNA virus ¢6 thé dugc phét hién rit 1au sau khi virus cé kha ning 1y nhiém
d4 bién mit.

Virus trong mau

SARS-CoV-2 hiém khi dugc phat hién trong mau (Wang W 2020, Wolfel 2020).
V4y con nguy co nhidm bénh do truyén méu? Trong mét nghién ctru sang loc
7425 lan hién mau & Vit Han, cidc miu huyét twong duwgc phat hién dwong
tinh v&i RNA virus tir 2 ngudi hién khong cé triéu ching (Chang 2020).

Mot nghién ctru khéc tir Han Quéc da tim thiy bay ngudi khi hién mau khong
triéu chirng, sau d6 dugc xdc dinh d3 m&c bénh COVID-19. Khéng ai trong sb 9
ngudi nhan tiéu ciu hodc hdng ciu, cé xét nghiém RNA SARS-CoV-2 dwong
tinh. Sy l4y truyén SARS-CoV-2 khi truyén méu dwoc coi 1a khé xay ra (Kwon
2020). Gibng nhw mAu phén, vin chwa ré liéu phét hién dwgc RNA trong mau
c6 ddng nghia v6i kha ning lay nhidm hay khéng.

PCR

Hién d4 c6 nhiéu b xét nghiém khac nhau dwa trén kj thuat qPCR, cho viéc
phat hién virus, c4c phong thi nghiém trén toan thé gi6i da diéu chinh c4c xét
nghiém PCRs cho SARS-CoV-2 cuia ho qua viéc sir dung cdc doan mdi khac
nhau nhim vio c4c phin khac nhau cua trinh ty gen virus. Mot bai danh gia
(review) vé c4c xét nghiém va thiét bi chin do4n khac nhau di dwoc cong bd
gin day (Loeffelholz 2020). Mot quy trinh thuc hién real-time PCR dé phat
hién SARS-CoV-2 cho hai muc tiéu RdRp (IP2 va IP4) dwgc md ta tai
https://www.who.int/docs/default-source/coronaviruse/real-time-rt-pcr-
assays-for-the-detection-of-SARS-CoV-2-institut-pasteur-
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paris.pdf?sfvrsn=3662fcb6_2

Céc xét nghiém RT-PCR m&i nhim vao RNA polymerase phu thudc RNA
(RdRp)/helicase, protein gai (spike) va nucleocapsid ctia SARS-CoV-2 c6 thé
gitp cai thién chin doidn COVID-19 trong phong xét nghiém. So vdi xét
nghiém RdRp-P2 dugc bdo cdo di duogc siv dung & hiu hét cic phong thi
nghiém & Chau Au, cic xét nghiém ndy khong phan trng chéo v4i SARS-CoV
trong nudi cAy té bio, cé thé nhay va dic hiéu hon (Chan JF 2020).

Ngudng phét hién ctia sdu bd xét nghiém PCR thuwong mai khac nhau dang ké
(chénh léch c6 thé 1én t&i 16 13n), v6i nguwdng phat hién kém nhit c6 thé din
dén két qua am tinh gia khi RT-PCR dugc sir dung dé phét hién nhidm SARS-
CoV-2 (Wang X 2020). Theo céc tic gia, cic nha san xuit nén phan tich cic
vAn @& hién c6 theo tng dung trén 1am sing va cai thién hon nita san phim
cua ho.

PCR dinh tinh

Mbt xét nghiém PCR dinh tinh (cho két qua “dwong tinh” hoic “4m tinh”)
thudng 13 di trong chin dodn théng thudng. Pinh lwgng RNA virus hién tai
(vAn) chi 12 quan tdm cta gidi hoc thuit.

Két qua dwong tinh gia 13 rat hiém. Tuy nhién, vin c6 thé xay ra. Mic du d6
chuyén biét ctia cac xét nghiém nay khi dugc phan tich thuong la 100%, do
chuyén biét trén 1am sang thudng thip hon, do c6 sy nhiém bin (mét vin d&
dang ké d6i véi cac quy trinh NAT) va/hodc 13i ctia con ngudi trong qué trinh
xir Iy mAu hodc dir liéu (rit khé d& loai bo hoan toan). Twong tw nhu xét
nghiém huyét thanh (xem bén duéi), cic két qua duwong tinh gia ndy s& anh
hudng 16n khi ti 16 hién méc cia bénh thip (Andrew Cohen, § kién c4 nhan).
Mbt van dé khéc ciia bt ky phwong phép PCR dinh tinh 13 viéc 4m tinh gia
v&i rt nhiéu nguyén nhén khac nhau. L3i 14y mAu rit thudng gip, nhung 15
trong phong thi nghiém ciing xay ra. Khi xem xét 7 nghién ctru vdi tdng sb
1330 mAu tir dwdng hd hip, cc téc gid da wdc tinh ty 16 RT-PCR 4m tinh gia
theo ngay ké tir khi nhidm bénh. Trong 4 ngly truwdc khdi phét triéu chirng,
ty 1é giam tir 100% xudng 67%. Vao ngay khéi phét triéu chirng (ngay 5), ty 16
nay 1 38%, giam xudng 20% (ngdy 8) va sau d6 bit dau ting trd lai, tir 21%
(ngay 9) 1én 66% (ngay 21). Néu 1am sing goi ¥ nhiéu, khéng nén loai trir
nhidm bénh chi dua vio két qua RT-PCR don 1. Ty 1& 4m tinh gia thdp nhit
trong vong 3 ngdy sau khi xuit hién triéu chirng, hodc khoang 8 ngay sau khi
phoi nhidm (Kucirka 2020). Hinh 1 minh hoa PCR va phét hién khang thé
trong SARS

Mot s6 nghién citu da chi ra ring nhitng bénh nhén khéng c6 triéu chirng
ciing 6 két qua PCR dwong tinh va c6 thé 1ay truyén virus (Bai 2020, Cereda
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2020, Rothe 2020). Sw phat tén virus c6 thé bt dAu tir 2 dén 3 ngay trudc khi
xudt hién c4c triéu chitng dau tién. Phan tich téng cong 414 mAu bénh phim
viing hong & 94 bénh nhén, tai lwgng virus cao nhét dwgc tim thiy tai thdi
diém khai phét tridu chirng. Lay nhidm bit dAu tir 2.3 ngdy (KTC 95%, 0.8-3.0
ngay) trude khi khai phat triéu chirng va dat cuc dai 0.7 ngay trude khi khoi
phét triéu chirng (He 2020). Sy 1y nhiém dwgc wéc tinh sé giam nhanh chéng
trong vong 7 ngay.

Trong mdt nghién cttu doan hé gdm 113 bénh nhén c6 triéu ching, thoi gian
phéat hién trung binh clia SARS-CoV-2 RNA 1a 17 ngay (dao dong tir 13-22
ngay), dugc do tir khi bit ddu bénh. G mét s6 bénh nhan, PCR con duong tinh
lau hon: nam giGi va bénh ning (thd may xam 14n) 13 c4c yéu tb nguy co déc
1ap dbi véi sw phat tan virus kéo dai (Xu K 2020).

Gan day c4c bdo céo ca bénh vé viéc cic bénh nhan c6 két qua dwong tinh sau
khi nhiéu 1dn PCR 4m tinh va phuc hdi v& 14m sang, d4 lién tuc dat dugc nhiéu
sw chii § cta truyén théng, (Lan 2020, Xiao AT 2020, Yuan 2020). Nhitng
nghién cttu ndy dit ra cAu héi vé viéc tai kich hoat hodc tai nhiém COVID-19
(xem bén duéi, chwong 1am sang). Hién tai, két qua c6 nhidu kha nang do cac
vAn @ v& phuong phdp (Li 2020). G ndng d6 virus thip, dic biét 13 trong
nhirng ngdy cudi ctia dgt nhifm tring, tai lwgng virus c6 thé dao dong va dbi
khi c6 thé phat hién dugc, d6i khi khéng (Wolfel 2020). Viéc téi kich hoat, hay
t4i nhiém nhanh chéng (sau khi khéi bénh) sé rat bat thudng d6i véi
coronavirus.

Detection unlikely PCR - Likely negative

| ;
|

[ week2 | week-t Week 1 | Week2 Week 3 Week4 | Week5 | Week6
Symptom onset
PCR = Nasopharyngeal swab === Bronchoalveolar lavage/sputum AB IgG
Virus isolation from respiratory tract Stool == |gM

Hinh 1:Méc thoi gian cla cac dau 4&n gitp chdn doan SARS-CoV-2. AB=antibody (khang thé)
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DPinh lwgng tai lwgng virus

Nhiéu nghién ctru d4 dénh gid tai lwgng virus SARS-CoV-2 trong cc miu
bénh phim khéc nhau. Trong mét nghién ciru tién ciru nhé, tai lwgng virus
trong miu phét dich tir miii va hong thu dwoc tir 17 bénh nhén c¢6 triéu
chitng dwgc phan tich v& mirc d6 lién quan dén ngay khéi phét cta bét ky
triéu chirng (Zou 2020). Pang luu ¥, tai lwgng virus dugce phat hién & nhitng
bénh nhin khéng cé triéu chirng twong tw nhu & nhitng bénh nhén cé triéu
chirng, didu ndy goi y kha ning truyén bénh cta nhirng bénh nhan khéng
hodc cé it triéu chirng.

Trong mdt nghién ciru khéac trén 82 ngudi nhiém bénh, tai lwgng virus trong
mAu phét hong va dam cao nhét vio khoang 5 - 6 ngy sau khi xut hién triéu
ching, tir khoang 79,900 ban sao/ml & hong dén 752,000 ban sao/ml trong
dam (Pan 2020). Trong mdt nghién ctru trén cic miu nudc bot hiu hong,
khéng gibng nhwr SARS, bénh nhan mic COVID-19 ¢6 tai lwgng virus cao nhét
lic khdi phét triéu chirng, didu nay c6 thé giai thich cho tinh chit lay lan
nhanh cua dich nay (To 2020). Trong nghién ctu nay, gia trj trung vi cta tai
lwong virus trong nwéc bot viing hiu hong sau hoic miu bénh phim hé hip
khac tai thdi diém xut hién triéu chirng 1 5.2 log,, ban sao/ml (IQR 4.1-7.0).
Trong tdng sb 323 mAu tir 76 bénh nhan, tai lwgng virus trung binh trong dam
(17,429 ban sao/xét nghiém) cao hon ddng ké so véi mau bénh phim tir hong
(2,552 ban sao) va mau bénh phim tir miii (651 ban sao). Tai lwgng virus & giai
doan dAu va giai doan tién trién cao hon so véi giai doan phuc hdi (Yu 2020).
Theo mét nghién ciru dwoc cong bd gin day, viéc phat tan virus cé thé da bit
dAu tir 2-3 ngay truéc khi xuét hién céc triéu chirng dau tién va cich thirc lay
nhidm c6 thé gin gidng v6i bénh ciim hon so véi SARS (He 2020).

Tai lwong virus cao hon c6 thé lién quan dién tién bénh ning trén 1am sang.
Trong mdt nghién cttu d4nh gid cic mét chudi cic miu tir 21 trudng hop
bénh nhe va 10 trudng hgp bénh nang (Liu 2020), cic trudng hop nhe duwgc
phat hién c6 d6 thanh thai virus sém, v&i 90% bénh nhan ny lién tuc cho két
qua 4m tinh véi RT-PCR tai ngdy thit 10 ké tir khi khdi phét triéu chirng.
Nguoc lai, tAt ca céc trudng hop bénh ning vin con dwong tinh tai hodc sau
ngdy tht 10 k& tir khi kh&i phét triéu chirng hodic sau d6. Tuy nhién, cAn
thém céc thir nghiém 16, tién ciru d& d4nh gi4 vai trd cta tai lugng virus
SARS-CoV-2 nhw mét ddu hiéu dé dénh gid mirc d6 nghiém trong va tién
lwgng bénh.

Chung ta c6 nén do tai lugng virus? Dudng nhu 13 cé. Po tai lwgng virus cé
thé hitu ich trong thuc hanh 14m sing. Két qua RT-qPCR dwong tinh c6 thé
khéng nhit thiét ¢4 nghia 13 ngudi d6 vin dang nhidm bénh hay c6 kha ning
lay bénh. RNA c6 thé 13 tir x4c virus va/hoic lwrgng virus séng c6 thé qud thap
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& 14y truyén bénh. RT-qPCR dinh lwgng bing cach: dAu tién phién ma ngwoc
RNA sang DNA, sau d6 thuc hién qPCR trong d6 tin hiéu huynh quang ting ty
16 thuan véi lwgng axit nucleic dwgc khuéch dai. Két qua dwong tinh néu
huynh quang dat dén mét nguwdng xac dinh trong mét sé chu ky PCR (gia tri
Ct, twong quan nghich véi tai lwgng virus). Nhidu xét nghiém qPCR sir dung
giGi han Ct 12 40, cho phép phét hién lwgng rit nho phan tir RNA. Mot sb
chuyén gia (Tom 2020) d& nghi sitr dung gid tri Ct nay hodc dé tinh tai lwong
virus c6 thé gitip tinh chinh qua trinh ra quyét dinh (c4ch ly ngin hon, v.v.).
Thét khéng may, vin c6 sy khéc biét 16n ciing nhu chua nhét quén cta céc
dwdng cong chuin dugc tinh todn tir cic nghién ctru cung cip céc gid tri Ct
tlr c4c mAu pha lodng nédi tiép va tai lugng virus wdc tinh. Theo cdc chuyén
gia khdc, cin thén trong truwdc khi dién giai cdc gid tri Ct ctia két qua RT-PCR
SARS-CoV-2 dugc thé hién trong cic bdo céo vé COVID-19 d& tranh hiéu sai vé
dong luc hoc clia virus khi so sénh gitra cic nghién ciu khéc nhau (Han 2020).

Cac hé théng xét nghiém khéc ngoai PCR

Xét nghiém nhanh tai chd (Point-of-care tests)

Céc xét nghiém nhanh tai chd 13 cic xét nghiém c6 thiét bi d& siv dung dé hd
trg viée xét nghiém bén ngoai pham vi phong xét nghiém (Joung 2020). Céc
xét nghiém kiéu ndy dang rit dwoc chd doi. Vao ngly 6 théng 5, FDA da cép
gidy phép str dung khin c4p cho mét xét nghiém huynh quang tim SARS-CoV-
2 dua trén CRISPR dugc ban bdi Sherlock Biosciences. Phwong phép nay cho
két qua trong mét gid va da chin do4n thanh céng 12 bénh nhan COVID
dwong tinh va 5 bénh nhin 4m tinh, véi it nhét 2 trong s6 3 1an Lip lai cho két
qua dwong tinh & ngudi nhiém bénh. Tuy nhién, viéc sir dung vin con han
ché & céc phong thi nghiém dwgc chirng nhin ¢ thuc hién céc xét nghiém
phitc tap. Vio ngdy 6 thing 5, FDA ciing di cip phép cho 2 bo xét nghiém
mién dich huynh quang khédng nguyén SARS ctia hing Quidel. Xét nghiém nay
phai dugc doc trén mdy phén tich chuyén dung va phat hién protein nucle-
ocapsid SARS-CoV-2 tir phét miii hiu trong 15 phiit. Theo nha san xuit, xét
nghiém da chirng minh d6 nhay l4m sing chip nhan dugc va phét hién 47/59
ca nhi®m (80%). That khong may, cho dén nay chua cé nghién ciru dwoc binh
duyét ndo gia tri vé thir nghiém dwoc cong bd. Vi d6 nhay thip, cic xét
nghiém ndy chi yéu déng vai trd 13 céng cu ban diu dé xdc dinh c4c ca nhiém
nhanh chéng, cu thé 14 ngay tai don vi cAp cttu. Cic xét nghiém nay khong thé
sit dung nhw mdt cong cu chin doan.

Chén doan trong tinh trang thiéu b$ dung cu xét nghiém PCR

Mbét diéu chic chin 13, muc tiéu tdng thé phai 1a phét hién cing nhiéu ca
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nhidm bénh cang tét. Tuy nhién, & nhidu qudc gia, tinh trang thiéu bd dung
cu xét nghiém, khéng dap tng dugc nhu cAu ngdy cang ting twong ing véi
mtrc 6 nhiém bénh trong dan sb. Vi vy, phuwong phap xét nghiém gop hay
gop mau (pooled sample) thudng dwgc sir dung dé tiét kiém nguyén liéu xét
nghiém. Nhiéu miu dwoc kiém tra ciing nhau. Chi khi mét miu gép dwong
tinh, tirng miu s& dugc kiém tra riéng 1é.

Mbt sb nghién citu ciing d tim hiéu xem & qudc gia dang trong giai doan dich
bénh lru hanh cao, liéu viéc chin doén c6 bit budc phai c6 xét nghiém PCR?
Mbt nghién ctru bénh-chirng hdi ctru 16n tir Singapore da danh gia cic yéu tb
dy doan nhiém SARS-CoV-2, str dung cic yéu t6 phoi nhiém, nhan khéu hoc,
triéu chirng 1am sang va két qua xét nghiém l14m sang (Sun 2020). Ngay cé khi
khéng c6 céc yéu t6 phoi nhiém va/hoic bing chirng chdn doan hinh anh hoc
ctia viém phdi, cic tridu chirng va xét nghiém lam sang c6 thé xc dinh cac
d6i twgng ¢ nguy co cao mic COVID-19. S8 lwgng bach ciu thép, sé lwong té
bao lympho thip, ting nhiét d6 co thé, ting nhip thé, cic triéu ching tiéu
héa va gidm san xuit dam c6 lién quan manh mé véi két qua xét nghiém
SARS-CoV-2 duong tinh. Tuy nhién, nhitng mé hinh dy doén so bd d6 rat
nhay cam véi bdi canh dich t& hoc dia phuwong va giai doan biing phét toan
ciu. Chiing chi ¢6 y nghia trong thdi gian c6 ty 1& mic cao. Néi cach khéc: néu
t6i gip mot bénh nhén trong thoi ky dinh diém caa dich bénh, xuit hién sét,
ho, khé thé va giam bach ciu lympho, t6i ¢ thé gin nhu chic chin ring
bénh nhan nay bi COVID-19. Trong céc giai doan khac, khi ty 1& mic thip hon,
c4c mé hinh nay khéng c6 nhidu y nghia. Do d6, chic chin 12 xét nghiém axit
nucleic déng vai trd tiéu chudn vang dé x4c dinh chdn doén. PCR nén dwoc
thuc hién bat ct khi no c6 thé.

Huyét thanh hoc (xét nghiém khéng thé)

Phat hién nhitng trudng hop da tirng nhidm virus bing céch tim kiém khang
thé ma ngudi bénh di tao ra sé& 1a mét trong nhirng muc tiéu quan trong nhit
trong cudc chién chdng lai dai dich COVID-19. Xét nghiém khéng thé c6 nhiéu
muc dich: cdc xét nghiém huyét thanh hoc ndy c6 vai trd quan trong d& xac
dinh ty 18 lvu hanh bénh dva trén xét nghiém mau, sw phoi nhiém trudc d6
va xéc dinh ngudi 6 ndng d6 khéng thé cao trong huyét thanh dé phuc vu
cho viéc thu thap mAu huyét thanh tir nhitng ngudi da khéi bénh cho viéc
diéu tri. Huyét thanh hoc s& hd trg theo dai d4u vét lay va sing loc nhan vién
y té dé x4c dinh ai d4 c6 mién dich. C6 bao nhiéu ngudi thuc sy bi nhiém
bénh, trong d6 c6 bao nhiéu ngudi bi nhidm bénh nhwng két qua PCR Am tinh
va vi Iy do gi, c6 bao nhiéu bénh nhin khong cé triéu chirng va ty 1€ tir vong
thuc su trong mdt dan sé x4c dinh 13 bao nhiéu? Chi véi xét nghiém huyét
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thanh hoc toan dién (va céc nghién civu dich t& hoc dwgc 1én ké hoach tbt),
chiing ta méi c6 thé tra 15i nhirng cAu héi ndy va giam di cic 4n sb trong cac
tinh todn du do4n hién tai. Nhidu cudc diéu tra dang dwgc tién hanh & nhidu
dia diém khac nhau trén toan thé gidi.

Trong nhirng tuin gin diy, ré rang 13 xét nghiém huyét thanh hoc ciing cé
thé hd trg nhuw mot céng cu chin dodn bd sung cho COVID-19. Thoi gian
chuyén ddi huyét thanh cta khang thé dic hiéu IgM va IgG dic hidu da dwoc
quan sat sém nhit 12 vio ngdy thir 4 sau khi khdi phét triéu chitng. Khéng thé
c6 thé dwoc phat hién & giai doan giita va sau cia bénh (Guo L 2020, Xiao DAT
2020). Néu mét ca nghi ngd COVID-19 vin con am tinh véi xét nghiém PCR v
néu céc triéu chirng vin dang dién ra trong it nhit vai ngy, viéc tim khing
thé ¢6 thé hiru ich va ting cwdng d6 nhay chin doén.

Tuy nhién, xét nghiém khang thé ciing c6 mét s6 nhuge diém. Sy khac biét vé
mit phan tir hoc ctia cdc phan nhém SARS-CoV-2, khéc biét kha ning chin
dodn cta cac xét nghiém luwu hanh va viéc phan &ng chéo véi cic coronavirus
giy ciim mia 13 cdc yéu t6 cin phai dugc xem xét (d4nh gid: Krammer 2020,
Torres 2020).

Céc xét nghiém

Nhiéu nhém dang lam viéc dé san xuit cic xét nghiém huyét thanh hoc nay
(Amanat 2020), mot sb trong sé chiing da dwoc thuwong mai hod va dang luu
hanh. M6t tdng quan ctia Krammer 2020 d3 cong b vé cic phwong phap khac
nhau, bao gdm c4c xét nghiém gin phan tir nhu xét nghiém hip thu mién
dich huynh quang gin men (ELISAs), xét nghiém dong chay bén, hoic xét
nghiém dya trén phuong phap Western blot. Ngoai ra, cic xét nghiém chirc
ning kiém tra kha niing trung hoa virus, trc ché enzyme, hoic phan tich tinh
diét khuén ciing c6 thé cho théng tin vé d4p tng mién dich qua trung gian
khang thé. Nhiéu canh bio va ciu héi mé lién quan dén xét nghiém khéng thé
cling dugc thao luin.

Xét nghiém khang thé thudng tip trung vio cic khang nguyén (protein).
Trong trudng hgp SARS-CoV-2, céc bd xét nghiém mién dich hip thy lién két
véi enzyme (ELISA) khic nhau dua trén cdc protein téi t& hop 12 nucleocapsid
va protein Spike (protein gai) (Loeffelholz 2020). Protein Spike ctia SARS-CoV-
2 duwdng nhw 13 muc tiéu tot nhét. Tuy nhién, vin chua rd rang cin sit dung
phin ndo ctia protein Spike va s& phu thudc rat nhiéu vio tinh doc nhit cia
protein Spike. Cang ddc nhét, ty 1 phan ng chéo vdi cic coronavirus khac
cang thip - phan tng chéo s& cho két qua dwong tinh gia do bénh nhan di c6
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mién dich véi cac virus corona khac. Phan rng chéo véi cac coronavirus khac
c6 thé 13 thich thirc trong viéc xdy dwng xét nghiém huyét thanh hoc. Vi vy,
céc xét nghiém x4c nhén (thudng 13 xét nghiém trung hoa) c6 thé dugc sir
dung & giam viéc xét nghiém dwong tinh gia.

Ngay ca v6i d6 dic hiéu rat cao tir 99% tré 1én, dic biét 13 & céc khu vire 6 ty
18 Iu hanh ctia dich thép, gié tri théng tin bi han ché va c6 thé gia dinh ty 1é
xét nghiém dwong tinh gia cao. Vi du: V&i d6 dic hiéu 99%, d kién c6 mot
xét nghiém trong sb 100 1a dwong tinh. Tai noi c6 ty 1é lwvu hanh cta dich cao,
diéu nay khéng mang nhidu y nghia. Tuy nhién, néu mét nguwdi dwoc xét
nghiém tai noi c6 ty 1& lvu hanh caa dich thip, kha ning xét nghiém duong
tinh that (gi4 tri tién dodn dwong, tirc 13 s6 lugng xét nghiém thuc sw dwong
tinh chia cho s6 lwgng tit ca cic xét nghiém dwong tinh) 13 thip. Trong mot
dan s6 6 ty 18 lwu hanh caa dich 13 1%, gié tri du doan s& chi 13 50%! Udc tinh
hién tai tir Iceland, mot dan s6 dugc xac dinh rd va lua chon ngiu nhién, vin
cho thiy ty 1& tuwong d6i én dinh khoang 0,8% vao thang 3 nim 2020
(Gudbjartsson 2020). Ngay ca & cic qubc gia rd rang bi anh hudng nghiém
trong hon, ty 18 14y nhim chi cao hon mét chidt. Néu ching ta gia st con s6
nhidm bénh 13 183,000 (ngay 30 thdng Nim) ddi véi Pirc, mét trong cic qudc
gia c6 s6 lwong nhiém bénh 16n nhit thé gidi va cho ring sb ca nhiém bénh
nhwng khéng bi phét hién cao gip khoang 5 1n, thi ty 16 lwu hanh caa dich &
Ptrc van chi khoang 1%. Ctr mdi 1 trén 100 ngudi nhiém bénh, mbi xét nghiém
duong tinh thir hai sé 1a dwong tinh gia, thim chi véi d6 dac hiéu 99%. Do dé
sang loc khéng thé trong dan s6 sé tao ra ty 18 xét nghiém dwong tinh gia kha
cao.

D6 nhay va d6 dic hiéu trung binh ctia céc xét nghiém khang thé duwoc FDA
phé chun 14n lugt 13 84,9% va 98,6%. Vi ty 1é thay ddi cia COVID-19 (1% -
15%) & céc viing khéc nhau, theo thng ké, gia tri tién dodn dwong sé & mirc
thap tir 30% dén 50% & nhitng khu vuc ¢6 ty 16 mic bénh thip (Mathur 2020).

Chi dinh trong thwc hanh 1am sang

Nhung, khi buéc ra khéi pham vi mot nghién ctru 1am sang, mot cau héi cin
dit ra 12: ai nén dugc xét nghiém? Xét nghiém thuc sy khéng c6 ¥ nghia déi
v6i bénh nhan mic bénh COVID-19 di dwgc xac dinh truwde d6. Tuy nhién, né
van c6 thé dwoc thue hién néu, vi du, ban mudn x4c thuc mot két qua xét
nghiém. Ngoi nhirng ngudi lién quan dén chim séc sitc khée hodc 1am viée
trong céc nganh nghé khic cé nguy co ly nhiém cao, xét nghiém liic niy
ciing c6 thé hiru ich d& x4c dinh nhitng ngudi tiép xic dé hdi citu qué trinh.
Tuy nhién, ching t8i chi do khang thé khi két qua xét nghiém cé ¥ nghia nhit
dinh. Bénh nhén nén dugc théng bdo vé gia tri tién doan dwong thip, dic biét

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8
https://doi.org/10.1056/NEJMoa2006100.
https://academic.oup.com/ajcp/advance-article/doi/10.1093/ajcp/aqaa082/5837473

Céc quy trinh va k§ thuat chin doan | 131

13 & nhitng ngudi khong c6 bét ky bing ching goi ¥ nao hoic phoi nhiém véi
COVID-19 trwdc d6. G nhirng bénh nhan nay, xét nghiém khéng thé khong
dwoc khuyén khich. Bén ngoai cdc diém néng dich t&, hdu nhw tit ca moi
ngudi déu cho két qua 4m tinh. Néu dwong tinh, gi4 tri du doan 13 qué thép.

Pong hoc khang thé

Pang cha ¥, d4p tng huyét thanh véi virus corona chi 1a thodng qua. Khang
thé do virus corona giy bénh theo miia & ngudi c6 thé bién mét chi sau vai
théng. D liéu so bd cho thiy khéng thé d6i v6i SARS-CoV-2 twong tu nhuw
SARS-CoV (Xiao DAT 2020). Pbi véi SARS-CoV, khéng thé khéng dwgc phat
hién trong 7 ngly dau tién cia bénh, nhung hiéu gid IgG ting ding ké vao
ngdy 15, dat cuc dai vao ngly 60 va duy tri & mic cao cho dén ngiy 180 va
giam dan cho dén ngay 720. IgM 13 dugc phét hién vao ngdy 15 va nhanh
chéng dat dén dinh diém, sau d6 giam dan cho dén khi khéng thé phat hién
dugc vao ngly 180 (Mo 2006). Ciing nhu cac loai virus khéc, khang thé 1gM
xay ra sém hon so véi khang thé 1gG, trong khi IgG dic hiéu hon. Khang thé
IgA twong dbi nhay nhung it dic hiéu hon (Okba 2020).

Nghién ctru 16n dAu tién vé dap ing mién dich dich thé ctia vat chii chdng lai
SARS-CoV-2 d chi ra ring dap tng mién dich dich thé ctia ngudi v6i SARS-
CoV-2 c6 thé gitip chin dodn COVID-19, bao gom ca céc trudng hop chua biéu
hién 14m sang (Guo 2020). Trong nghién ciru nay, phan &'ng IgA, IgM va IgG sl
dung xét nghiém ELISA trén t4i t5 hgp protein nucleocapsid d4 dugc phan
tich trong 208 mAu huyét twong tir 82 trudng hop dugc x4c nhan va 58
trudng hop nghi ngd (Guo 2020). Thdi gian trung binh phat hién khéng thé
IgM va IgA 1a 5 ngay (IQR 3-6), trong khi IgG dwgc phat hién vao ngay 14 (IQR
10-18) sau khi khéi phét triéu chirng, véi ty 16 dwong tinh 1an lwot 13 85%,
93% va 78% . Hiéu qua phat hién ctia IgM ELISA cao hon so v4i PCR sau 5,5
ngay ké tir khi xuét hién triéu chirng. Trong mét nghién cttu khéc trén 173
bénh nhin, ty 1 chuyén ddi huyét thanh (thdi gian trung vi) d6i véi IgM va
1gG lan luot 13 82,7% (12 ngdy) va 64,7% (14 ngdy). Mot hiéu gid khang thé cao
c6 lién quan déc 13p vdi tinh trang niing ctia bénh (Zhao 2020).

& mot sb bénh nhan, 1gG xuit hién tham chi con sém hon IgM. Trong mot
nghién ctru vé kidu chuyén dbi khéng thé 1gM va IgG, thdi gian chuyén dbi
huyét thanh ctia khéng thé IgG sém hon so v&i IgM. Khéng thé IgG dat ndng
d6 cao nhét vao ngiy 30, trong khi khang thé IgM dat dinh vio ngay 18,
nhung sau d6 bt dau giam (Qu J 2020). Nghién ctru quy md 16n nhét cho dén
nay da béo céo vé cic dap irng khang thé cip tinh & 285 bénh nhan (da phan
la bénh nhin COVID-19 khéng nghiém trong). Trong vong 19 ngay sau khi
khd&i phét triéu chirng, 100% bénh nhin dugc xét nghiém duwong tinh véi 1gG
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khéng vi-rit. Thc‘>’i gian chuyén dbi huyét thanh d6i véi 1gG va IgM xay ra
ddng thoi hoic tuln tu. Hiéu gid khang thé IgG va IgM déu binh nguyén trong
vong 6 ngay sau khi chuyén dbi huyét thanh. Thdi gian trung vi ctia chuyén
ddi huyét thanh cho ca IgG va IgM 1a 13 ngay sau khi khéi phét triéu ching.
Khéng tim thiy méi lién quan giira ndng d IgG binh nguyén va dic diém 1am
sang (Long 2020).

C6 phai tAt ca céc c4 nhan nhidm khéng c6 triéu chirng déu xuét hién khang
thé? Dudng nhw 13 khéng. Trong s6 nim trudng hop nhidm khéng c triéu
chitng, chi c6 mét trudng hop xuét hién dép wng khéng thé dic hiéu SARS-
CoV-2 dwgc tao ra trong vong 4 tudn dau (Yongchen 2020).

Khi két hop véi nhau, xét nghiém khéng thé khéng chi 1a mot céng cu dich t&
hoc. N6 ciing c6 thé gitip chin dodn. Trong nhirng thang téi, hiéu biét vé dap
trng khéng thé ctia con ngudi dbi v6i SARS-CoV-2 sé thay dbi theo thdi gian
va liéu d4p tng khang thé va hiéu gi4 khang thé c6 twong quan vdi kha ning
mién dich. Ciing c6 thé hinh dung ring & mét s6 bénh nhan (vi du, nhitng
ngudi bi suy giam mién dich), phan ing khang thé vin giam.

Chin do4n hinh anh

Chup cit 1&p vi tinh viing ngwc (Chest Computed
tomography - CT)

Chup cit 16p vi tinh (CT) c6 thé déng mot vai trd trong ca chin doan, danh gia
mtrc d6 bénh va theo dai. CT nguc cé d6 nhay twong dbi cao dé chin doan
COVID-19 (Ai 2020, Fang 2020). Tuy nhién, khoang mét ntra sé bénh nhéan c6
thé c6 CT binh thudng trong 1-2 ngiy dau sau khi khéi phat triéu chirng
(Bernheim 2020). Mat khéc, trong dai dich hién nay chiing ta sém nhén ra
ring mot ty 1é déng ké nhirng bénh nhan chwa biéu hién 1am sang (duwgc kiém
tra CT trudc khi khdi phét triéu ching) c6 thé da c6 két qua CT bénh Iy (Chan
2020, Shi 2020). 6 mét s8 bénh nhan cho thiy két qua ré rang hinh anh bénh
Iy viém phdi trén CT, thi phét dich miii hdu vAn 4m tinh khi xét nghiém PCR
(Xu 2020). Mit khéc, mét nira s6 bénh nhén xuét hién hinh anh viém phdi sau
d6 trén CT, vAn c6 thé c6 hinh 4anh CT binh thudng trong 1-2 ngiy dau sau khi
céc triéu chirng xuit hién (Bernheim 2020).

Tuy nhién, khéng nén danh gi4 qué cao gi4 tri ciia CT ngwc. Mdt s& nha
nghién citru Trung Qudc khuyén céo CT 1a mét phin khéng thé thiéu trong
chin doan COVID-19 d4 din dén s chi trich gay git, dic biét 14 tir c4c chuyén
gia & cac nudc phuwong TAy. Cac nghién cttu ciia Trung Qudc d3 bi phoi by
véi nhirng sai 13m va thiéu s6t dang ké. Trong nhirng nd luc cao ngin chin

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8
https://doi.org/10.1038/s41591-020-0897-1
https://doi.org/10.1080/22221751.2020.1756699
https://doi.org/10.1148/radiol.2020200642
https://doi.org/10.1148/radiol.2020200432
https://doi.org/10.1148/radiol.2020200432
https://doi.org/10.1148/radiol.2020200463.
https://doi.org/10.1016/S0140-6736(20)30154-9
https://doi.org/10.1016/S0140-6736(20)30154-9
https://doi.org/10.1016/S1473-3099(20)30086-4
https://doi.org/10.1016/S1473-3099(20)30086-4
https://doi.org/10.1093/cid/ciaa207
https://doi.org/10.1148/radiol.2020200463.

Céc quy trinh va k§ thuat chin doan | 133

nguy co 1y nhiém cho nhén vién, nhidu chuyén gia nhat quyét tir chdi viéc
chup CT sang loc néi chung & bénh nhin nhiém SARS-CoV-2 hoic & nhitng
ngurdi nghi ngd (Hope 2020, Raptis 2020). Theo khuyén céo ctia Hiép hdi Hinh
anh hoc Anh, noi da cb ging két hop CT vao cc thuat todn chin doin COVID-
19, gié tri ctia CT vin chuwa 6 rang - ngay ca khi PCR 4m tinh hoic khéng cé
két qua (Nair 2020, Rodrigues 2020). CT ngwc chi nén dugc thuc hién néu cin
xem xét c4c bién chirng hodc chin dodn phén biét (Raptis 2020).

Trong c4c nghién ciru mil, céc béc si chdn do4n hinh anh tir Trung Qudc va
Hoa Ky di c6 géng phén biét viém phdi COVID-19 v&i viém phdi do virus khic.
D6 dic hiéu kh4 cao nhung d6 nhay thip hon nhiéu (Bai 2020). Mot phan tich
g0p (meta-analysis) 16n gin day cho thiy d6 nhay cao nhung d6 dic hiéu thép
(Kim 2020). P nhay ctia CT bi anh hwéng béi sy phin bd mic d6 nghiém
trong ctia bénh, ty 1& bénh nhan mic bénh kém theo va ty 1é bénh nhan nhiém
khéng c6 triéu chirng. G nhitng viing c6 ty 1é lwru hanh cta dich thip, CT nguc
c6 gia tri tién doan dwong tinh thép (1,5-30,7%).

Néu c6 tinh trang bénh 1y, hinh anh thuwdng cho thiy tén thuwong & ca 2 bén
phdi, thanh nhidu d4m hoic tén thuong kinh m& (Ground-glass opacities -
GGO) phén b & viing ngoai vi & c4c thity phdi hai bén. Cdc tén thwong cé thé
biéu hién giéng dang k& v&i SARS va MERS (Hosseiny 2020).

Mbét tdng quan hé théng vé hinh anh hoc & 919 bénh nhan di tim thiy hinh
anh GGO nhiéu mitc d6 & hai bén phdi, phan bb & viing ngoai vi hoic & phia
sau, cht yéu & thity dudi va it gip hon & thily giira 13 dic diém phd bién nhit
(Salehi 2020). Téng quan nay trinh bay hinh dnh ban diu khéong dién hinh cta
c4c ddm md dbéng dic chdng 1én GGO da dugc tim thiy trong mot sb it trudng
hop, chi yéu & ngudi cao tudi. Day véch lién tiéu thily, gidn phé quan, day
mang phdi va tdn thuong dudi mang phdi it gip hon, cha yéu & giai doan sau
ctia bénh. Tran dich mang phdi, tran dich mang ngoai tim, ndi hach, hinh anh
tao hang, diu hiéu vién bao CT va tran khi mang phdi 13 khong phd bién
(Salehi 2020).

Su tién trién cia bénh trén CT chua dwgc hiéu ré. Tuy nhién, sau khi xuét
hién c4c triéu ching, cic hinh anh bénh 1y trén CT dugc tim thiy thudng
xuyén hon, bao gdm céc tdn thwong déng dic, & ca hai bén va viing ngoai
bién phdi, sy tén thuwong caa phdi nhiéu hon, cic dwdng tdn thuong mé,
hinh anh l4t d4 “crazy-paving” va diu hiéu “vién bao ddo ngwoc” (Bernheim
2020). Mot sé chuyén gia da d& xut ring hinh anh c6 thé dugc sip xép thanh
bbn giai doan khéc nhau (Li M 2020). Trong giai doan dAu, nhidu d6m md nhé
loang 16 va nhitng thay ddi cia mé ké. Trong giai doan tién trién, c4c tdn
thuwong ting 1én vd mé rong, phat trién thanh nhiéu GGO ciing nhu tén
thwong thdm nhidm déng dic & ca hai phdi. Trong giai doan bénh ning,
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ngudi ta thiy c6 thé thiy c6 sy déng dic phdi 16n va hinh anh “phdi tring”,
nhung tran dich mang phdi rat hiém. Trong giai doan lui bénh, cc GGO va
viing phdi déng dic da dugc hip thu hoan toan, va céc tén thwong bit dau
chuyén thanh dang xo héa.

Trong mdt nghién ciru theo dai tién citu phan tich 366 1An chup CT néi tiép &
90 bénh nhén bj viém phdi COVID-19, mtrc d6 bit thudng cta phdi tién trién
nhanh chéng va dat dén dinh diém tai ngiy bénh 6-11 (Wang Y 2020). Tén
thuong chiém wu thé sau khi khdi phat triéu chirng trong nghién ctru niy 1a
tén thuong kinh m& GGO (45-62%). Khi viém phdi tién trién, cic khu vuc tén
thwong md& rong va phat trién thanh sy déng dic lan téa & ca hai phdi trong
vai ngay (Guan 2020).

Hau hét bénh nhan xuét vién déu con tdn thuong trén két qua CT 1an cudi
cling (Wang Y 2020). C4c nghién citu véi thdi gian theo dai lau hon 13 cAn
thiét dé d4nh gia tén thuwong phdi lau dai hogic vinh vién bao gom ca xo héa,
nhu d3 thdy véi bénh SARS va MERS. Xo phdi duwoc du doan 13 yéu t8 chinh
din dén suy giam chic ning phdi va suy giam chit lwong cudc sdng & nhirng
ngudi séng sét va hdi phuc sau COVID-19. Cin nhiéu nghién ciru hon vé méi
twong quan ctia céc phét hién trén CT véi mirc d6 nghiém trong va didn trién
1Am sang, gié tri tién do4n cta CT ban dAu hoic nhirng thay dbi méi xuét hién
v&i ké cuc ciia bénh va di chitng cia tén thuong phdi cip tinh do COVID-19
(Lee 2020).

Luu ¥, CT ngue khéng dwgc khuyén céo & tit ca bénh nhan COVID-19, dic biét
& nhitng ngu’o’l da khoe dé dwoc dleu tri tai nha hodc nhirng nguoi chi co
thoi gian xuét hién triéu chitng ngén (<2 ngdy). Trong dich COVID-19, mét s6
lwgng 16n bénh nhan bi nhiém bénh hoic nghi ngd nhiém bénh tran vao bénh
vién din t6i khéi lwgng c6ng viéc kiém tra ctia khoa chin do4n hinh énh tang
manh Do dudng lay truyén ciia SARS-CoV-2 la qua cac giot bin va tiép xdc
gan nén tranh chup CT khi khong cin thiét. Tdéng quan vé phong ngira va
kiém so4t nhiém khudn trong dich COVID-19 tai khoa chin doan hinh anh
dugc dua ra boi An va cdng su.

Siéu am, PET va cac ki thuit khac

Mbét sb chuyén gia cho ring siéu 4m phdi (Lung Ultrasound - LUS) ¢6 thé hitu
ich, vi né c6 thé cho phép thuc hién dong thoi thim kham 1am sang va chin
doén hinh anh phdi tai giwdng béi ciing mot bac si (Buonsenso 2020, Soldati
2020). Nhirng lgi thé tiém ning ctia LUS bao gom tinh di ddng, danh gi4 ngay
tai giwdng, an toan va kha niang ldp lai trong qua trinh theo déi. Kinh nghiém
dic biét tir Y v&i siéu 4m phdi nhu mét céng cu dAu tay da cai thién danh gia
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su tdn thurong ctia phdi, va ciing c6 thé 1am giam viéc sir dung X-quang va CT
nguc. Mot hé théng tinh diém theo ving va kiéu siéu 4m da dugc cong bd
(Vetrugno 2020). Tuy nhién, vai trd chin dodn v tién lugng ctia LUS trong
COVID-19 la khéng chic chin.

Liéu c6 bét ky gid tri 1dm sing tiém ning nao caa cdc k§ thuit hinh anh khéc
nhuw 18F-FDG PET/CT dé ch4n doan phan biét trong cic trudng hop phirc tap
van chuwra rd rang (Deng 2020, Qin 2020).

& nhirng bénh nhén c6 triéu chirng than kinh, MRI nio thudng dugc chi
dinh. § 27 bénh nhan, phét hién hinh anh phd bién nhit 13 bt thudng tin
hiéu vé ndo trén chudi xung FLAIR (37%), kém theo han ché khuéch tan vé
ndo hodc tdng tin hiéu mang mém (Kandemirli 2020). Tuy nhién, dién tién
1am sang phtrc tap bao gdm bénh di kém, thdi gian ndm ICU kéo dai vdi ché
d6 da tri lidu, suy hd hip véi ha oxy mau c6 thé déng vai trd 13 yéu té gay
nhidu v mdi quan hé nhin-qua rd rang giita nhiém COVID-19 va cic bAt
thudng trén MRI s& khé dugc thiét lap.
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7. Bieu hién 1am sang
Christian Hoffmann

Bernd Sebastian Kamps

Sau thdi gian 0 trung binh 5 ngly (trong khoang tir 2 dén 14 ngly), c4c triéu
chitng dién hinh b3t dAu xuét hién nhu ho khan va sbt nhe (tir 38,1°C - 39°C
hay 100,5 - 102,1°F) thudng kém theo gidm vi gidc va khtru gidc. & hiu hét cac
bénh nhin, bénh & mirc d6 nhe hoic trung binh va cic triéu chirng sé khoi
trong khoang 1 tuin, thong thudng bénh nhan s& hdi phuc tai nha. Khoang
10% vAn con triéu chirng vio tuin thir hai. Néu cic triéu ching cang kéo dai,
nguy co tién trién bénh ning cang cao hon, ddi héi phai nhap vién, hdi stc
tich cic va thé may xam l4n. Tién trién bénh COVID-19 thwdng khé du doén
dugc, dic biét 1a & bénh nhan 16n tudi cé bénh nén di kém. Bidu hién 1am
sang thay ddi tir hoan toan khéng c6 triéu chiing dén nhanh chéng chuyén
nang.

Trong chwong niy, chiing t6i thao luan v& c4c biéu hién 14m sang, bao gdm
thdi gian 0 bénh, cic bénh nhan khéng cé triéu ching, cic triéu ching
thudng gip va hiém gip, cic két qua cin 1am sang, va céc yéu té nguy co lam
bénh ning hon. C4c két qua chin dodn hinh anh dwoc mb ta trong chwong
Chén doan.

Thdi gian G bénh

Mbt phén tich tdng hop gdm 181 ca x4c dinh bénh COVID-19 véi thdi diém
phoi nhiém v thdi gian cira s6 khdi phét triéu chirng c6 thé xac dinh, da wéc
tinh dwoc thdi gian G bénh trung vi 13 5.1 ngdy véi d6 tin cly 95% tir 4.5 dén
5.8 ngly (Lauer 2020). C4c tac gia wdc tinh ring 97.5% ngudi mic bénh s& xuit
hién triéu chirng trong vong 11.5 ngay (8.2 dén 15.6 ngay). it hon 2.5% ngudi
méc bénh c6 bidu hién triéu chirng trong vong 2.2 ngly, trong khi cé dén
97.5% ngudi bénh biéu hién triéu ching trong vong 11.5 ngdy. Tuy nhién,
nhitng wéc tinh niy chi ra ring, véi viéc duy dodn cwc doan nhét, cit mdi
10,000 trudng hgp sé c¢b 101 bénh nhin khéi phat ra triéu chirng sau 14 ngay
theo d5i hodc cach ly tich cwe. Mot phén tich khac vé 158 trudng hop xdc
dinh COVID-19 & ngoai Vii Hin di wdc tinh thdi gian 0 bénh trung vi rat
twong tu 13 5.0 ngdy (46 tin cAy 95% tir 4.4 dén 5.6 ngdy), trong khoang tir 2
dén 14 ngay (Linton 2020). Trong mét phén tich chi tiét ctia 36 trudng hop
lién quan dén ba nhém ngudi nhiém bénh dAu tién tai cac § dich khu tri &
Singapore, thoi gian 4 bénh trung binh 14 4 ngay véi pham vi tir 1-11 ngay
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(Pung 2020). Téng hgp tir cAc nghién cttu trén, thdi gian  bénh trung binh
khoang 4-6 ngly giéng véi cac chung vi rit corona khéc gdy ra SARS hoic
MERS (Virlogeux 2016).

Luu ¥, thoi gian tir khi phoi nhidm dén khi khéi phét triéu chirng (giai doan
tiém 4n) c6 thé ngén hon. C6 rét it nghi ngd vé viéc vi rit SARS-CoV-2 6 thé
lay truyén vio cudi thoi ki 0 bénh (Li 2020). Trong mét nghién ciru doc
(Longitudinal study), tai lwgng vi rit ting cao trong 2-3 ngly trudc khi xuét
hién triéu chirng va dat dinh vio 0,7 ngdy trwéc khi biéu hién triéu chirng.
Céc tac gia clia bai bdo nay trén Nature Medicine wdc tinh khoang 44% (d9 tin
cly 95% tir 25-69%) tAt ca cic ca bénh thir phat bi gay ra béi nhitng bénh
nhan tién triéu chirng (He 2020).

Ngwdi bénh khong triéu chirng

Hiu dugc tAn suit cic bénh nhan khong triéu chirng va qué trinh lay truyén
khéng triéu chirng theo thdi gian s& rit quan trong trong viéc dénh gi4 dong
lrc hoc ctia bénh. Pidu quan trong 13 phan biét nhitng bénh nhan khéng xuit
hién triéu chirng trong toan bd qué trinh nhiém bénh va nhitng bénh nhan
chwa xuét hién triéu ching (tién tridu ching).

Trong khi c4c béc sT cAn phai dwgc biét ¢6 cac ca bénh khéng triéu chirng thi
lai rAt khé dé d4nh gid dwoc ti 18 that sy cia cic cas bénh nay. Dir lidu tét
nhét cé 18 dén tir 3,600 ngudi trén tau du lich Diamond Princess (Mizumoto
2020), nhirng ngudi ndy di tré thanh dbi twong nghién ciru khong ty nguyén
trong “mét nghién ctiru dugc kiém soat t6t”, trong nghién ciru nay hanh
khach va thay thii doan tré thanh mét doan hé dong nhit vé didu kién moi
trudng. Do didu kién vé sinh khéng dugc dam bao, >700 ngudi bi nhidm bénh
khi con tau bi cach ly & cang Yokohama, Nhit Ban. Sau khi xét nghiém mot
céch c6 hé théng, 328 (51.7%) trong s6 634 ca bénh dau tién 13 khéng c6 triéu
chitng. Thdi gian G bénh trong khoang tir 5.5 dén 9.5 ngly, c4c tac gia tinh ty
18 bénh khong triéu chitng thuc sy & mitc 17.9% (Mizumoto 2020).

Tir tdng s6 565 cong d4n Nhat Ban di tan khéi Vi Hén, ty 16 bénh nhan khong
triéu chitng dugc wdc tinh 13 42% (Nishiura 2020). Trong s6 279 ngudi tiép
xtc gén vé6i bénh nhan COVID-19 c¢6 két qué PCR duong tinh, 63 ngudi (23%)
van khéng c6 triéu chirng trong sudt qué trinh nhiém bénh. Déng chi ¥, 29
bénh nhén ¢ két qua CT bit thudng (Wang Y 2020). Trong mot nghién cttu
sang loc tién hanh & Iceland, 44% bénh nhin duong tinh véi SARS-CoV-2
nhung khéng c6 triéu chitng, mic dit mét vai ngudi trong sé ho c6 thé chua
xut hién triéu chitng (Gudbjartsson 2020). Trong mét nghién citu doan hé
quan st trén 199 bénh nhian mic bénh tai mét trung tim diéu tri ndi tra &
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Han Quéc, ty 1& bénh nhan khdng cé triéu chitng la 26% ((Noh 2020). Khoang
gié tri vé s6 bénh nhan khéng c6 triéu ching thuc su trong cic nghién ciru
dwoc cong bd cho dén nay van con rong va cé thé phu thudc vao dan sb duogc
phén tich.

Céc bénh nhén khéng c6 triéu chirng vin c6 thé truyén virut (Bai 2020, Rothe
2020). Trong mdt nghién ctru tir Bic Y vé tai lwgng virus trong phét miii, giira
ca bénh khéng triéu chitrng va c6 triéu chirng cho thiy khong cé su khac biét
dang ké, nghia 13 c6 cling mot kha ning truyén virut (Cereda 2020). Trong s6
63 bénh nhén khong cé triéu chitng & Chongquing, 9 bénh nhin (14%) d3 lay
truyén virut cho ngudi khic (Wang Y 2020). Trong mét & dich tai mot co s& co
chim séc dai han, 13/23 bénh nhéan c6 két qua xét nghiém dwong tinh ma
khong cé triéu chirng hodc khéng cé triéu chirng vao ngay xét nghiém
(Kimball 2020). Trong mét co s& didu dudng chuyén nghiép khéc, trong sb 48
bénh nhan, 27 ngudi (56%) khéng c6 tridu chirng tai thoi diém xét nghiém
dwong tinh. Trong s6 ndy, 24 ngudi sau d6 d3 xuit hién triéu chirng vdi thoi
gian kh&i phét trung binh 13 4 ngay (Arons 2020). C6 mét s6 béng chitng cho
thay viéc loai bé RNA va tai lwgng virus didn ra nhanh hon & nhirng bénh
nhan khéng c6 triéu chirng (khong phai & bénh nhén tién triéu chirng!) (Noh
2020, Yang 2020).

Tém lai, nhirng nghién ciru so bd cho thiy ty 16 COVID-19 khéng triéu chirng
chiém khoang 20-40% trong tong s6 nguwdi nhiém bénh. Nhung ciing ¢6 thé 13
chiing ta di sai. Chi c6 nghién cttu thuc dia quy mé 16n bang xét nghiém
huyét thanh mdi c6 thé 1am rd chinh x4c ty 1& nay.

Triéu chirng

R4t nhiéu triéu chirng d3 dwgc mé ta trong nhitng thang qua, cho thiy ré
ring COVID-19 13 mét bénh phirc tap khéng chi bao gdm nhidm tring dudng
hé hip. Nhiéu triéu chiing khéng dic hiéu dén ndi chdn dodn phan biét phai
bao gom mét loat cic bénh nhidm triing, hd hip va cic bénh khac. Tuy nhién,
c4c nhém triéu chirng khic nhau c6é thé dugc phan biét trong COVID-19.
Nhém triéu chirng phd bién nhit & hé ho hép bao gém: ho, khac dom (dam),
khé thé va s6t. Cac nhém triéu chirng khéc bao gdm triéu chirng co xwong
khép (dau co, dau khép, dau dAu va kiét strc), cac tridu chiing dudng rudt
(dau bung, nén va tiéu chay); va it phd bién hon 13 cic triéu chitng & niém
mac.
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Sét, ho, khé thé

Céc triéu chirng xay ra trong phan 1én céc trudng hop (d6i véi bénh nhan
khéng c6 triéu ching, xem bén dwéi). Trong cc nghién ctru ban dau tir
Trung Quéc (Guan 2020, Zhou 2020), sét 1a triéu chirng phé bién nhit, véi
nhiét d6 t8i da trung vi 13 38.3°C; chi mét s6 it c6 nhiét d6 > 39°C. Bénh nhan
COVID-19 it bj sét hon so v6i SARS hoic MERS; vi vay, st don thuin c6 thé
khong du dé phét hién cac truwdng hgp bénh trong giérn sat cong ddng. Triéu
chu’ng phd bién thu’ hai 1a ho, xay ra & khoang hai phin ba bénh nhan. Trong
so nhirng ngudi séng s6t sau khi mic COVID-19 niing (zhou 2020), thdi gian
sét trung binh 13 12.0 ngay (8-13 ngay) va ho kéo dai trong 19 ngly (IQR 12-23
ngdy). Trong mdt phén tich tdng hgp vé COVID-19 trong cic bai béo dugc
xuft ban cho dén ngdy 23 thang 2, s6t (88.7%), ho (57.6%) va khé thé (45.6%)
12 nhitng biéu hién 14m sang phd bién nhét (Rodriguez-Morales 2020). Trong
mot ddnh gid khéc, ty 1€ nay twong trng la 88.5%, 68.6% va 21.9%(Li 2020).

sbt va ho khéng c6 su khac biét giita cic trudng hop nhe va ning ciing nhu
khéng cé gié tri tién lugng trong COVID-19 (Richardson 2020, Petrilli 2020).
Nguoc lai, khé thé da dugce xdc dinh 13 mét yéu té tién lwgng bénh ning quan
trong trong c4c nghién cttu 16n hon. Trong mét nghién ctru doan hé gdm
1,590 bénh nhan, cho thiy nhitng ngudi bi khé thé cé nguy co dién tién ning
(Liang 2020) va tir vong (Chen 2020) cao hon gin gip 2 1An. Nhirng két qua
khéc cho thiy ty 18 khé thé va s6t >39°C & bénh nhan 16n tudi thudng gip hon
50 v6i bénh nhan tré tudi (Lian 2020). Trong nghién cttu & Vii Han trén nhirng
bénh nhan mic COVID-19 ning, phan tich da bién cho thiy nhirng bénh nhin
c6 nhip the >24 13n m&i phit khi nhap vién c6 ty 1 tir vong cao hon (63% so
véi 16%).

Trong nhitng tudn qua, dir liéu doan hé 16n tir cic qubc gia bén ngodi Trung
Quéc da dugc cong bb. Tuy nhién, hiu hét tat ca cac di liéu dén tir céc bénh
nhan nhip vién, chi ra sai s6 lua chon vi hiu hét ho 13 bénh nhén ning va c6
triéu chirng.

« Trong s6 20,133 bénh nhén dwgc chuyén vio 208 bénh vién chim séc cAp
tinh & Anh trong vong ngly 6 thang 2 dén ngay 19 thing 4 nim 2020, cAc triéu
chitng phd bién nhat 12 ho (69%), s6t (72%) va khé thd (71%) ), cho théy muc
d6 chong chéo cao (Docherty 2020).

» Trong sb 5,700 bénh nhin dwoc dwa vao bat ky 12 bénh vién chim séc cip
tinh & New York trong khoang thoi gian tir ngdy 1 théng 3 dén ngay 4 thing 4
nim 2020, chi ¢6 30.7% bi sbt > 38°C. Nhip th& > 24 1dn mdi phit khi nhép vién
12 17.3% (Richardson 2020).

« Trong sb 1.000 bénh nhian diu tién cé mit tai Pai hoc NewYork-
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Presbyterian/Columbia (Argenziano 2019), c4c triéu chirng phd bién nhat 13
ho (73%), sbt (73%) va khé thé (63%).

Triéu chirng co xwong khép

Céc nhém tridu chirng co xwong khép bao gdm dau co, dau khép, dau dau va
mét moéi. Dy la nhirng triéu chirng thwong gip, xdy ra ¢ 15-40% bénh nhin
(Argenziano 2019, Docherty 2020, Guan 2020). Mic du cic triéu chirng nay
thudng khién bénh nhén cam thiy bénh tinh cta ho dang rét trim trong,
nhung né khong néi 1én mirc d6 ning vé bénh canh 14m sang. Tuy nhién,
chiing thudng bi bo qua trong thue hanh 1am sang, nhét 13 dau dau cin dwoc
chty hon ca.

Theo mot danh gia g?an day (Bolay 2020), dau dAu dugc ghi nhin ¢ 11-34%
bénh nhan COVID-19 nh4p vién, xay ra & 6-10% khi xuit hién triéu chirng. C4c
dic diém quan trong 13 dau tir trung binh dén niing, dau 2 bén kém dau theo
nhip mach hoic ning dAu & ving thai dwong, viing tran hodc quanh héc mit.
Céc dic diém déng chi y 13 khéi phéat dot ngdt ting din va dap ing kém véi
thudc giam dau théng thudng. Cac co ché sinh Iy bénh c6 thé do SARS-CoV-2
kich thich c4c dau d4y thin kinh sinh ba ngoai bién truc tiép hoic thong qua
bénh mach m4u va/hodc ting lwu hanh cic cytokine tién viém va do thiéu
oxy luu hanh.

Triéu chirng tiéu héa

Céc thi nghiém té bio da chi ra ring SARS-CoV v SARS-CoV-2 c6 kha ning
lay nhiém té bao rudt (Lamers 2020). Su sao chép tich cuc da dién ra & ca co
quan dwdng rudt ctia doi va cta con nguwdi (Zhou 2020). Calprotectin trong
phan - mdt diu 4n sinh hoc déng tin cdy cho phép phat hién tinh trang viém
rudt trong cic bénh viém dai trang va nhiém tring dai trang, di duoc tim
thdy & mot s6 bénh nhan. Pidu nay cung cAp bing ching cho thiy SARS-CoV-
2 tao ra phan &ng viém trong rudt (Effenberger 2020). Nhirng phat hién nay
giai thich tai sao céc triéu chirng tiéu héa lai thiy dugc & mot nhém bénh
nhin v tai sao RNA virus c6 thé dwoc tim thiy trong miu phét truc trang
ngay ca sau khi xét nghiém phét miii hiu da 4m tinh.  nhitng bénh nhan bi
tiéu chay, RNA virus trong phan dwoc phét hién véi tin s6 cao hon (Cheung
2020).

Tuy nhién, trong cic nghién ctru du tién cia Trung Quéc, cic triéu chirng
tiéu héa hiém khi dugc nhin thy. Trong mét phén tich téng hop gom 60
nghién ciru ban dAu bao gdm 4,243 bénh nhan, ty 18 gdp cua triéu chirng tiéu
héa 13 18% (KTC 95%, 12% -25%); ty 1€ lwu hanh trong cic nghién cttu & Trung
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Quéc thip hon cdc nwéc khac. Twong tu nhw vy dbi véi cac triéu chirng tai
miii hong, vin chua r6 liéu sw khac biét ndy phan 4nh sy thay dbi dia Iy hoic
kh4c biét trong cac bdo cdo. Trong s 393 bénh nhan diu tién nhip vién tai
hai bénh vién & thanh phé New York, tiéu chay (24%), budn nén v ndn (19%)
13 twong dbi thudng xuyén (Goyal 2020). Trong sé 18,605 bénh nhin nhip
vién tai cic Bénh vién Vuwong qudc Anh, 29% bénh nhén khai bdo vé céc triéu
chitng dwdng rudt khi nhap vién, cha yéu kém theo cac triéu ching hé hip;
tuy nhién, 4% trong sb tit ca cic bénh nhan dugc mé ta cé triéu chirng dwdng
rudt don thuin (Docherty 2020).

Triéu chivng tai miii hong (bao gdm ca mat khiru giic)

Mic dii cac triéu chitng dwdng hd hip trén nhu chay nwéc miii, nghet miii,
hét hoi va dau hong 13 twong d6i hiém gip, nhung trong mot vai tudn, mat va
giam chitc ning khiru gidc 12 d4u hiéu quan trong ctia bénh (Luers 2020). Diéu
thi vi 13 cdc triéu chirng tai mii hong niy dudng nhu phd bién hon & Chau
Au so véi Chau A. Tuy nhién, vin chua rd liéu ddy c6 phai 1a khéc biét thuc sw
hay nhirng d4u hién ny & Trung Qudc khéng dwgc ghi nhan diy di trong giai
doan dau. Hién tai c6 dir liéu rat t6t tir Chau Au: nghién ctru 16n nhét cho
thdy 1,754 / 2,013 bénh nhan (87%) béo cdo mét khiru gidc, trong khi 1,136
(56%) béo cdo réi loan chirc ning vi gidc. Hau hét bénh nhén bi mét khiru gidc
sau céc triéu chitng chung va tai miii hong khac (Lechien 2020). Thdi gian
trung binh ctia rdi loan chitc ning khiru gidc 12 8.4 ngdy. Nit gi6i dwdng nhw
bi anh hwéng nhidu hon nam giéi. Ty 18 rdi loan chirc ning khiru gidc va vi
gidc dugc béo céo véi tin suit cao hon trwdce ddy va cé thé dic trung béi cac
biéu hién 1am sang khac nhau. M4t khiru gidc c6 thé khéng lién quan dén tic
nghén hogc viém miii. Pang chii ¥, chi c6 hai phin ba bénh nhan béo cdo céc
triéu chirng khitru gidc va nhitng nguoi cé xét nghiém khiru giac khach quan
c6 két qua bét thudng.

“Ctim cong véi ‘mit khiru gidc’ c6 nghia 1 COVID-19%. Trong sé 263 bénh
nhan méc bénh vio thing 3 (tai moét trung tm duy nhit & San Diego) 6 triéu
chirng gibng ctim, mat khiru gidc dugce tim thiy & 68% bénh nhan COVID-19
(n =59), so v&i chi 16% & bénh nhin 4m tinh (n = 203). Suy gidm kh¢'u gidc va
vi gi4c 6 lién quan ddc 1ap vA manh mé véi ti 1é dwong tinh (mAt khiru gidc:
t yl
lién quan ddc l4p véi ty 1é Am tinh (Yan 2020).

Trong tdng sb 18,401 ngwdi tham gia vio nghién ctru & Hoa Ky va Vuong qudc
Anh d3 bdo céo c4c tridu ching tiém tang trén (ng dung dién thoai théng
minh va d3 thuc hién xét nghiém SARS-CoV-2, ty 1€ ngudi tham gia bdo céo
mét khtru gidc va vi gidc cao hon & nhitng ngudi 6 két qua xét nghiém
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dwong tinh (65% so v&i 22%). Su két hop clia cc triéu chitng, bao gdm mit
khiru gidc, mét méi, ho dai déng va chén in 13 phit hop & chin dodn cic bénh
nhén mic COVID-19 (Menni 2020).

Tém lai, cc triéu chirng tai miii hong khéng cho thiy mirc d6 nghiém trong
nhung 12 cac chi dau quan trong cho viéc nhiém SARS-CoV-2.

Céc triéu chirng va van d@ tim mach

Ngdy cang cé nhiéu bing chiing vé& anh huéng truc tiép va gién tiép cua
SARS-CoV-2 lén tim, dic biét 13 & nhitng bénh nhin mic bénh tim trwéc d6
(Bonow 2020). SARS-CoV-2 c6 kha ning lay nhiém cho céc té bao co tim, té
bio ngoai mach va nguyén bio sgi théng qua con dudng ACE2 din dén tén
thuwong co tim truc tiép, nhung trinh ty sinh ly bénh hoc vin chua dwoc
chitng minh (Hendren 2020). M6t gia thuyét thtt hai dé giai thich cac tén
thuong co tim lién quan dén COVID-19 tip trung vio su ting qud mirc
cytokine va / hodc lién quan dén khang thé. Ngudi ta ciing da phat hién thu
thé ACE2 & trén cdc té bao ndi md va nhidm triing SARS-CoV-2 trirc tiép cua té
bio ndi mé 13 ¢6 thé, din dén viém ndi mé lan toéa (Varga 2020). Cic trudng
hop khdm nghiém tir thi cho thiy céc réi loan chitc ning mach mau ning né
do virus di duwgc ghi nhin (Menter 2020).

Trén ldm sang, COVID-19 c6 thé biéu hién v6i mot hoi chirng tim mach cép
tinh (dugc goi 1a “ACovCS™). Nhidu trudng hop cé6 ACovCS di dwoc mod ta,
khéng chi vdi cac con dau nguc dién hinh, ma con véi céc biéu hién tim mach
rit da dang. Troponin 13 mot théng s8 quan trong (xem bén dudi). Trong mot
loat trudng hop 18 bénh nhin COVID-19 c¢6 doan ST chénh 1én, ¢6 sy thay ddi
trong biéu hién 1am sang, ty 1& cao vé& bénh khéng tic nghén v tién luong
xAu. 6/9 bénh nhan dugc chup mach vanh cé bénh tic nghén. béng chd ¥, tit
ca 18 bénh nhan d8u c6 D-dimer tang (Bangalore 2020).

& nhirng bénh nhan mic hdi chirng mach vanh c¢é vé dién hinh, COVID-19
ciing nén dwgc xem xét trong cac chin doén phan biét, ngay ca khi khéng cé
sét hodc ho (Fried 2020, Inciardi 2020). P& biét thém thong tin, xem chuong
bénh kém.

Huyét khéi, tic mach

Céc bit thudng déng mau xay ra thudng xuyén lién quan dén COVID-19 gay
khé khin trong viéc xir 1y 1Am sang. Nhidu nghién ciru da béo cdo vé ty 1é
huyét khéi tinh mach (VTE) cwc ky cao, dic biét & nhirng bénh nhan COVID-
19 niing. Rbi loan déng méu ban dau ctia COVID-19 biéu hién véi s gia ting
dang ké ctia cac san phdm thodi héa D-dimer va fibrin/fibrinogen, trong khi
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bat thudng vé thdi gian prothrombin, thdi gian thromboplastin mot phan va
s6 lwgng tiéu clu twong d6i it phd bién hon (bai dinh gid xuit sic bsi
Connors 2020). Sang loc xét nghiém déng mau, bao gdm do ndng d6 D-dimer
va fibrinogen, dugc dé xuét.

Nhung céc co ché 13 gi? Mot sb nghién ctru da tim thiy thuyén tic phdi c6
hoic khéng ¢ huyét khéi tinh mach sau, ciing nhu sy hién dién méi day caa
huyét khéi trong d4m rdi tinh mach tuyén tién liét & nhitng bénh nhan khéng
c6 tién sir VTE, goi ¥ réi loan déng mau méi tao ra (de novo) & nhirng bénh
nhin mic COVID-19. Nhitng nghién ciru khic di nhin manh nhirng thay ddi
phit hop vé6i huyét khdi xay ra trong tudn hoan déng mach phédi, trong trudng
hop khéng c6 tic mach rd rang (bai d4nh gia hay bdi Deshpande 2020). Mot s6
nghién cttu ciing di chi ra tinh trang ting déng méu nghiém trong hon 13 réi
loan d6ng mdu tiéu hao (Spiezia 2020).

Mbt s8 nghién ciru chinh dugc liét ké bao gom:

« Trong s6 240 bénh nhén (109 bénh nhan nguy kich) nhap vién tai Hoa Ky,
VTE dugc chin doén & 31 bénh nhin (28%) vao khoang 8 + 7 ngly sau khi
nhip vién. Cc tac gia két luan ring diéu tri dw phong VTE théng thudng c6
thé khéng du hiéu qua (Maatman 2020).

« Trong nghién ctru tai mot trung tAm tir Amsterdam vé 198 trudng hgp nhip
vién, ty 1& méc VTE tich liiy sau 7 va 21 ngdy 1a 16% va 42%. Trong 74 bénh
nhan ICU, ty 18 tich liiy 13 59% sau 21 ngay, mic dit da diéu tri du phong huyét
khdi. C4c tac gia khuyén nén thuc hién sing loc bing siéu 4m dan hdi tai ICU
mdi 5 ngay (Middeldorp 2020).

« Trong s6 143 bénh nhan nhép vién v&i COVID-19, 66 bénh nhén bi huyét khéi
tinh mach chi duédi (46%), trong d6 c6 23 bénh nhan méc DVT dau g?m (zhang
L 2020). Bénh nhan ¢ DVT 12 bénh nhan 16n tudi va c6 chi sb oxy héa thip
hon, ty 18 tdn thuwong tim cao hon va tién lwgng x4u hon. Phén tich da bién
cho thdy diém sé CURB-65 3-5 (OR 6.1), diém di dodn Padua = 4 (OR 4.0) va D-
dimer> 1.0 g / ml (OR 5.8) c6 lién hé mat thiét v4i DVT.

« Trong s6 107 bénh nhéin COVID-19 d4u tién nhép vién ICU vi viém phdi &
Lille, Phép, cAc tic gia d4 x4c dinh 22 (21%) trudng hop thuyén tic phdi (PE).
Tai thoi diém chin doan, 20/22 dang dugc didu tri chng huyét khéi dw
phong (UFH hosic LWMH) theo cdc hwéng din hién hanh vé didu tri bénh
nhén ning.

« Trong 100 bénh nh4n mic COVID-19 ning, ty 16 mic thuyén tic phdi (PE) 1a
23% (Grillet 2020). PE dugc chan dodn & mic trung binh 12 ngay ké tir khi
khéi phét triéu chirng. Trong phan tich da bién, chi dinh thé méy van lién
quan dén thuyén tic phdi c4p tinh.
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» Trong mét nghién ciru tién ctru tir Phép, 64/150 (43%) bénh nhan dwgc chin
doén bi bién chirng huyét khéi trén 14m sang. Cac tac gia cho ring & nhitng
bénh nhan nguy kich, cin dit muc tiéu chéng déng méu cao hon cic bénh
nhan khic (Helms 2020).

» Giai ph4u ti thi 12 bénh nhan, cho thiy 7/12 bi huyét khéi tinh mach sau.
Thuyén tic phdi 14 nguyén nhan truc tiép gy tir vong trong bon trudng hop
(Wichmann 2020).

« Kham nghiém chi tiét phdi ciia 7 bénh nhan COVID-19 tir vong, so v6i phdi
ctia 7 bénh nhén tir vong do hdi chirng ARDS thir phat do ctim A, cho thiy cac
bénh canh mach mau kh4c biét. Phdi bénh nhin COVID-19 bi tén thwong noi
mb nghiém trong lién quan dén sy hién dién ctia virus ndi bio va mang té bao
bi pha v&. Phén tich mé hoc cdc mach phdi cho thiy huyét khéi lan rong véi
bénh Iy vi mach. Vi huyét khéi mao mach phé nang va ting sinh mach méu
cao gin gip 3 - 9 14n so vé6i ctim (Ackermann 2020)

« Nim trudng hgp d6t quy mach mau 16n xay ra & bénh nhan tré tudi (33-49
tudi, 2 bénh nhan trong d6 khéng c6 bat ky yéu t§ nguy co nao) (Oxley 2020).

« Nam trudng hop mét dn dinh huyét déng sau do su phét trién ciia tim-phé
cép tinh, trong d6 c6 4 trudng hop dudi 65 tudi (Creel-Bulos 2020).

C6 nhiéu tranh cii vé méi twong quan c6 thé c6 giira viéc sir dung Ibuprofen
va gia ting nguy co tién trién VTE. Theo mot danh gid gin day (Arjomandi
2020), mdi quan hé giira téc dung ctia ibuprofen va VTE van chi 13 suy doan.
Vai trd ctia ibuprofen véi mach miu vin chwa ré rang ciing nhuw liéu
ibuprofen c6 thé tuwong tic véi SARS-CoV-2 mdt cich co hoc hay khéng. Tuy
nhién, cdc tic gia khuyén nghi cin nhic cin thén trénh ding Ibuprofen lidu
cao & nhirng d6i twong c6 nguy co dic biét mic cdc bénh huyét khéi.

Triéu chirng thin kinh

Xu huréng x4m l4n thin kinh d3 dwoc chitng minh 13 mét dic diém chung ctia
virus corona & ngudi. Cc triéu chirng xAm l4n than kinh c6 thé xuit hién bi
mét s6 co ché, bao gdm chuyén dbi synap tir céc té bao than kinh bi nhidm
bénh, x4m nhép qua dy than kinh khitu gidc, nhiém triing ndi mé mach méu
hoic di chuyén theo bach cAu qua hing rio méu nio (téng quan béi Zubair
2020). Lién quan &, cic trudng BB ARSt hién-QnM nhu triéu
chitng khtru gidc (xem & trén) cAn dwoc dénh gi4 thém vé sy tham gia clia
CNS. Bién chirng thin kinh mudn tiém 4n vin cé thé xay ra & bénh nhan
COVID-19 d3 hdi phuc (Baig 2020). Mét nghién cttu quan sit hdi ciru loat
trudng hop da tim thiy 78/214 bénh nhan (36%) c6 c4c biéu hién thin kinh,
tlr céc triéu chirng khé dic hiéu (mét khttu gidc hodc vi gidc, bénh co va dot
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quy) dén céc triéu chiing khéng dic hiéu (nhirc dAu, giam y thic, chéng mit,
hoic co gi4t). Liéu nhitng triéu chitng khéng dic hiéu nay c phai 12 biéu hién
ctia bénh hay khéng (Mao 2020).

C6 mot sé hang loat céc dic diém than kinh cu thé nhu héi ching Guillain-
Barré (Toscano 2020) hodc Hdi chirng Miller Fisher va viém da diy than kinh
so (Gutierrez-Ortiz 2020).

Dic biét & nhirng bénh nhan mic COVID-19 ning, c4c triéu ching thin kinh
thudng phé bién hon. Trong mét loat quan sit gdm 58 bénh nhan, ARDS do
nhiém SARS-CoV-2 ¢6 lién quan dén bénh nio, kich dong va lii 13n dién hinh
va cac dAu hiéu din truyén vé ndo-tily sbng. Cic bénh nhan mic COVID-19 ¢6
thé bi mé sang, lii 13n, kich dong va thay ddi y thirc, ciing nhw céc triéu chiing
trAm cam, lo 4u va mét ngi (tdng quan béi Rogers 2020). Hién van chwra rd cc
triéu chirng nao 1a do bénh nio, cytokine lién quan bénh nidng hay do tic
dung hodc ngirng thubc va dic didm ndo dic trung cho nhiém SARS-CoV-2
(Helms 2020).

Triéu chirng da liéu

Nhiéu nghién cttu di béo cdo vé céc biéu hién & da trong bénh canh COVID-19.

Hién twong ndi bat nhit goi 1a “ngén chan COVID”, 13 nhirng sang thwong

dang cwéc (chilblain-like), chii yéu xay ra & viing dAu chi. Nhirng san thwong

ndy c6 thé giy dau (d6i khi ngira hojic khdng c6 triéu chirng) va c6 thé 13 triéu
chitng duy nhét hogc biéu hién mudn ctia nhiém SARS-CoV-2. Pang chil ¥, &
hau hét cic bénh nhin mic “ngén chan COVID ”, bénh chi & mirc d6 nhe dén
trung binh. Ngudi ta suy dodn ring cdc tén thuong 13 do viém thanh mach
mau, hodc do cic cuc mau déng nhd trong mau. Tuy nhién, liéu “ngén chin

COVID” ¢6 thé biéu hién rdi loan déng méu hay phan tng qui min hay

khéng. Ngoai ra, & nhiéu bénh nhén, xét nghiém PCR SARS-CoV-2 4m tinh

(hosic khéng dugc xét nghiém) va xét nghiém huyét thanh hoc (dé chirng

minh mdi quan hé) vin dang chd xir Iy. Cic nghién ciru chinh:

« Hai sang thuwong khac nhau cta cic tdn thwong do thiéu mau cuc bd cAp tinh
c6 thé c6 bidu hién chdng chéo nhau (Fernandez-Nieto 2020). Sang thwong
dang cuéc (chilblain-like) dd c6 & 95 bénh nhéan (72.0%). Pac trung bdi cac
hat tir mau do dén tim, mang va nbt sin, thuong & cac dau xa cta ngén
chén va ngén tay. Kiéu da dang giéng hdng ban d3 xuét hién & 37 bénh nhan
(28.0%).

« Nim biéu hién 14m sing cta sang thwong dwgc mé ta (Galvan 2020): cac
vung da ban d6 v4i mun nuwéc hodc mun mu (pseudo-chilblain) (19%), cic
dot v& mun nudc khac (9%), ndi mé day (19%), mang san (47 %) va mang
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xanh tim hodc hoai tir (6%). V& mun nudc xuat hién sém trong qua trinh
dién tién ctia bénh (15% trudc cac triéu chirng khac). San thwong dang cwéc
thudng xuit hién mudn trong qua trinh tién trién cia COVID-19 (59% sau
céc triéu chitng khac).

« Trong nghién ciru mot loat trudng hgp trén 22 bénh nhan trwdng thanh cé
tdn thuong gidng thity dau (Marzano 2020), céc dic diém dién hinh c6 lién
quan dén biéu hién toan than, san thwong thudng phan bd rai ric va ngia
nhe/khéng ngira, biéu hién phit hgp véi hdu hét cic virus giy phat ban
ngoai da khac nhung ciing khong hoan toan giéng véi thily d4u. Céc tén
thuwong thudng xuét hién 3 ngly sau khi c6 triéu chirng toan thén va bién
mét vio ngay thir 8.

« Ba trudng hop loét da 6 lién quan dén COVID-19 & khoang miéng, dau, viém

tréc nwdu, va mun nudc (Martin Carreras-Presas 2020).

Céc béo cdo trudng hop khac vé da bao gdm san tréc vAy (Sanchez 2020), phat

ban xuét huyét (Diaz-Guimaraens 2020, Quintana-Castanedo 2020). Tuy nhién,

can lwu y ring khong phai tAt ca cic phét ban hoidc biéu hién & da gip & bénh
nhin méc COVID-19 déu cé thé dugc quy cho virus. Pong nhidm hoic bién
chting y khoa nén dugc xem xét. Kiém tra toan dién niém mac, phan tich cac
dic didém 14m sing toan thin khéc hodc dic diém co dia bénh nhan va méi
twong quan md bénh hoc s& rit quan trong dé hiéu céc co ché sinh 1y bénh
ctia nhitng ton thuong trén da (Tdng quan b&i: Madigan 2020).

Gan va than

SARS-CoV-2 c6 thé gay bénh & mét sb co quan ndi tang ngodi dudng ho hip,
bao gdm gan va thén. Cdc nha nghién cttu da dinh lwong tai lwong virus
SARS-CoV-2 trong than mét cach chinh x4c bing danh gid miu mé vi phiu tir
viéc kham nghiém tir thi cia 6 bénh nhan (Puelles 2020). Ba trong sb 6 bénh
nhin ndy c6 tai lwgng virus SARS-CoV-2 trén ngudng phat hién trong tit ca
c4c khoang than dwoc kiém tra, dic biét nhdm vio té bao clu than. Ai lyc cao
véi thin (Renal tropism) 13 cich giai thich tiém ning vé cic d4u hiéu 1am
sang dwoc bo cdo vé tdn thuong thin & cic bénh nhin mic COVID-19, ngay
ca & nhirng bénh nhan mic bénh nhe hoic trung binh (Zhou 2020). Dit liéu
gin day chi ra ring tdn thuong than dugc bdo céo ngly cang nhidu so vdi cic
nghién ciru ban d3u. Trong s6 1,000 bénh nhan dAu tién nhap vién tai Pai hoc
NewYork-Presbyterian-Columbia, 236 ngudi dwoc nhin hoic chuyén dén céc
don vi hdi sttc tich cuc (Argenziano 2019). Trong ) nay, 78% (184/236) c6 tdn
thuong than cip va 35.2% (83/236) cin loc méu. Ddng thoi, 13.8% va 35.2%
bénh nhén trong céc don vi hdi strc tich cwre cin loc mau ndi trii, din dén tinh
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trang thiéu thiét bi can thiét dé loc mau va tri liéu thay thé than lién tuc.

Mbt trong nhirng nghién ciru 16n d4nh gi4 tdn thuwong gan & 2,273 bénh nhan

dwong tinh véi SARS-CoV-2, cho thiy 45% c6 tdn thwong gan nhe, 21% trung

binh va 6.4% ning. Trong phan tich da bién, tén thuwong gan cp tinh ning c6

lién quan dang k
Dinh ALT ¢6 lién quan ddng ké dén tir vong hoic xuét vién (OR 1.14, p =0.044),

kidm so4t tudi tac, chi s khéi co thé, bénh tiéu dudng, ting huyét ap, dat noi

khi quan va tri liéu thay thé than (Phipps 2020).

Triéu chitng & mit va cic biéu hién khong dién hinh

Céc biéu hién & mét ciing rat phd bién. Trong nghién cttu loat bénh & Trung
Quéc, 12/38 bénh nhan (chiém 32%, chu yéu la bénh nhan nidng) cé cic biéu
hién & mit gidng véi viém két mac, bao gdm ting nhan 4p, phi két mac, chay
nudc mit séng hoic ting tiét. Hai bénh nhén c6 két qua PCR duong tinh tir
mAu phét két mac (Wu 2020). Véng mac ciing c6 thé bi anh huéng, nhw da
dwgc chirng minh bang chup cit 16p quang hoc (OCT), mét ky thuat hinh anh
khéng xam l4n rét hitu ich & chitng minh nhirng thay ddi véng mac can lam
sang. Mudi hai bénh nhan ngudi 16n, cho thiy céc tdn thwong ting phan xa
ctia té bao hach va cic 16p dam réi bén trong ndi ré hon & b gai thi & ca hai
mét (Marinho 2020).

Céc biéu hién 1am sang m&i va d6i khi khé hiéu da xut hién (va s& xuét hién)
trong dai dich ndy. Pa c6 nhirng béo céo ca bénh vé cic triéu chirng khong
dic hiéu, dic biét & ngudi cao tudi, nhin manh sy cin thiét cua viéc xét
nghiém rong rai trong dai dich hién nay (Nickel 2020).

7
Keét qua can lam sang

Nhirng két qua can 1am sang ré réng nhit trong nghién ciru doan hé 16n diu
tién tai Trung Quoc (Guan 2020) nam trong Bang 1. Luc nhip vién, 83.2% benh
nhin giam bach ciu lympho, 36.2% giam tiéu cAu va 33.7% giam bach cAu. §
hiu hét bénh nhian, protein phan irng C ting vira phai; trong khi, gia ting
ndng d6 alanine aminotransferase va D-dimer it gdp hon. Hiu hét bénh nhan
6 procalcitonin binh thudng lic nhip vién.

Viém

Céc théng sb vé tinh trang viém nhu CRP va procalcitonin ting cao rét
thudng gdp. Hai chi s6 nay d dugc dé xuat 1a yéu to nguy co quan trong doi
vGi mirc d6 nghiém trong va ty 1€ tir vong ctia bénh (Chen 2020). Vi dy, trong
phén tich da bién cia mét nghién ciru doan hé hoi ctru trén 1,590 ngudi nhip
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vién vi COVID-19 trén toan Trung Quéc, procalcitonin> 0.5 ng/ml khi nhép
vién c6 HR vé ty 1é tir vong 12 8.7 (95% CI: 3.4-22.3). G 359 bénh nhan, CRP c6
gié tri t8t hon so vdi cic thong s6 khac (tudi, s6 lwgng bach cAu trung tinh, sb
lwong tidu cau) trong viéc tién luwgng x4u. Ngoai ra, mirc CRP huyét thanh lic
nhip vién dugc x4c dinh 13 tién lugng vira phai vé mirc d6 nghiém trong ciia
bénh (Lu 2020). Trong sb 5,279 trudng hop mic bénh tai mot trung tm y té
16n & New York, 52% ngudi nhap vién cé6 CRP >200 lién quan mit thiét hon
(OR 5.1) v6i bénh nidng so vGi tudi hodc bénh kém (Petrilli 2019).

Bang 2. Ty |é cac triéu chirng trong nghién clru doan hé 1&n dAu tién tir Trung Quéc (Guan 2020).
D6 nidn clia bénh dwoc phan loai theo hudng dan cla Hiép hoi [ong nguc Hoa Ky (Metlay 2019)

Triéu chirng lam sang Tat ca Bénh nang Bénh nhe

S6t,% 88.7 91.9 88.1
Ho,% 67.8 70.5 67.3
Mét moi, % 38.1 39.9 37.8
bam,% 33.7 353 33.4
Khé thd,% 18.7 37.6 15.1
Pau co hodc dau khép,% 14.9 17.3 14.5
DPau hong,% 13.9 13.3 14.0
Pau dau,% 13.6 15.0 13.4
On lanh,% 11.5 15.0 10.8
Budn nén hodc ndn,% 5.0 6.9 4.6
Nghet miii,% 4.8 3.5 5.1
Tiéu chay,% 3.8 5.8 35
Hinh &nh hoc

B4t thudng trén X-quang,% 59.1 76.7 54.2
B4t thudng trén CT,% 86.2 94.6 84.4
K&t qua xét nghiém

WBC <4.000 m&i mm*,% 33.7 61.1 28.1
T& bao lympho <1.500 mdi mm® % 83.2 96.1 80.4
Tiéu cau <150.000 m&i mm®,% 36.2 57.7 316
CRP > 10 mg/L,% 60.7 81.5 56.4
Lactate dehydrogenase > 250 U/L,% 41.0 58.1 37.1
AST>40 U/L,% 22.2 39.4 18.2
D-dimer > 0.5 mg/L,% 46.6 59.6 43.2
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Trong mét nghién ciru quan st hdi ctru trén 69 bénh nhan COVID-19 ning,
giam ndng d interleukin-6 (IL-6) c6 lién quan mat thiét dén hiéu qua diéu tri,
trong khi si gia ting ctia IL-6 1am bénh tridm trong hon. C4c téc gia két ludn
ring sy thay ddi ctia ndng d6 IL-6 c6 thé dwgc ding nhu 13 mét dau hidu dé
theo dai tién trién & nhirng bénh nhin mic COVID-19 ning (Liu 2020). Nong
d6 IL-6 va IL-8 cao trong qué trinh diéu tri d4 dwgc bdo cdo & nhirng bénh
nhan mic bénh ning hodc nguy kich v twong quan véi s lwong té bao
lympho giam trong mot nghién cttu khéc vé6i 326 bénh nhin & Trung Quéc
(zhang 2020) Cac yéu té quyét dlnh mdc d6 nghiém trong ctia bénh dudong
nhu’ chit yéu xudt phét tir cic yéu té tir bénh nhan nhu tudi téc, giam bach
ciu lympho va con bio cytokin lién quan dén dép tng ctia co thé.

Huyét hoc: Té bio lympho va tiéu ciu

Giam bach cau lympho va suy gidm té bao T ning nhung thoing qua 1a mét
dic diém dién hinh cta SARS (He 2005). § COVID-19, giam bach cAu ciing la
mét trong nhirng triéu chirng huyét hoc ndi bat nhét. Giam bach ciu c6 thé
dwoc ding dé tién lugng tién trién ctia bénh (Ji 2020) va gin nhw 100% bénh
nhin mic COVID-19 ning cé biéu hién giam bach ciu lympho dwéi 1500/ul
(Guan 2020). Khong chi c¢6 tdng s6 té bao lympho. Ngay cang cé nhiéu bing
chitng v& suy gidm tam thdi ctia cdc té bio T. Dic biét 12 giam s6 lwong té bao
T CD4 + va CD8 + ltc nhdp vién dugc du dodn 13 tién trién bénh trong mét
nghién ciru 16n hon (zhang 2020). Trong mét nghién ciru 16n khac, té bao T
CD3 +, CD4 + v CD8 + v c4 té bio NK ciing giam dang k& & bénh nhan COVID-
19 va lién quan dén mirc d6 nghiém trong cia bénh. Theo céc tdc gia, sb
lwong té bio T CD8 + va CD4 + c6 thé dugc sir dung 1am chi diém dé chin doan
COVID-19 va 13 yéu té dw doén mtrc d6 nghiém trong cia bénh (Jiang 2020).
Mbt két qua huyét hoc phd bién khac 13 s lwong tiéu ciu thip c6 thé do cac
nguyén nhan khéc nhau (Téng quan bdi: Xu 2020). Cic trudng hop c6 biéu
hién xuit huyét va giam tiéu cAu niing ddp tng kéo dai trong nhiéu tuin véi
globulin mién dich d dugc bdo cdo (Ahmed 2020).

Tim mach: Troponin

Véi s lién quan dén tim mach dic biét trong céc trudng hop bénh ning (xem
& trén), khong c6 gi déng ngac nhién khi cic théng sé tim mach thudng
xuyén ting cao. Mot phén tich tdng hgp gdm 341 bénh nhén cho thiy ndng d6
troponin I & tim ting d4ng ké & nhirng bénh nhin mic COVID-19 ning (Lippi
2020). Trong 179 bénh nhin, troponin & tim = 0.05 ng/mL dugc ding dé dw
dodn ty 18 tir vong (Du 2020). Trong mdt nghién cttru doan hé 16n tir New York,
troponin c6 lién quan chit ché v&i bénh ning (Petrilli 2019). Tuy nhién, vin
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con phai xem xét liéu ndng d6 troponin c6 thé dugc sir dung nhu mét yéu té
tién lwgng hay khong. Mot tdng quan toan dién vé viéc ting ndng dé troponin
& COVID-19 d dugc cong bd gin ddy (Chapman 2020).

Pong mau: D-Dimer, aPTT

Mot s6 nghién ctru da danh gia tham sé déng mau D-dimer trong qua trinh
tién trién ciia COVID-19. Trong s6 279 bénh nhan dwgc do D-dimer trong
mudi ngly lién tiép sau khi nhap vién, nhirng thay ddi dong c6 twong quan
thuén véi tién lugng (Li 2020). Trong nghién ciru & Vii Han, tit ca cic bénh
nhan séng sét déu c6 D-dimer thip khi nhép vién, trong khi nong d6 & nhirng
ngudi tir vong ¢é xu hudng tang manh vao ngay thi 10. Trong mot phan tich
da bién, D-dimer > 1ug / mL vAn 13 chi s c4n 1am sang duy nhét ¢6 lién quan
dang ké dén tir vong tai bénh vién, v6i ty suit chénh 13 18.4 (2.6-129, p =
0.003). Tuy nhién, D-dimer c6 lién quan dén ty 18 tir vong & bénh nhan nhiém
tring huyét vi nhiéu bénh nhan da tir vong do nhiém trang huyét (Zhou
2020).

Trong ty 1é déng ké cic bénh nhén, aPTT kéo dai c6 thé dugc tim thiy & hdu
hét bénh nhén. Trong s 216 bénh nhan mic SARS-CoV-2, aPTT xuét hién & 44
ca (20%). Trong s6 ndy, 31/34 (91%) dwong tinh véi xét nghiém chéng dong
méu lupus. Vi diéu ndy khéng lién quan dén xu hwéng chay mau, nén aPTT
kéo dai khéng phai 12 rdo can dbi véi viéc sir dung cac liéu phap chéng déng
trong phong ngira va diéu tri huyét khdi tinh mach (Bowles 2020). Mt nghién
cttu loat bénh khéc gdm 22 bénh nhén bi suy hé hip c4p tinh c6 tinh trang
ting d6ng mau nghiém trong hon réi loan déng mau tiéu hao. Sy hinh thanh
va tring hop Fibrin c6 thé din dén huyét khéi va c6 twong quan véi két qua
x4u hon (Spiezia 2020).

X 2 7 A v K X
Két qua xét nghiém nhw 1a yeu to nguy co
Khéng c6 gi d4ng ngac nhién khi cic ca bénh ning ¢ nhirng bét thudng xét
nghiém ndi tréi hon so v6i nhirng ngwrdi mic bénh nhe hoic trung binh. Hién
van chua rd, lam thée nao mot tham sé don 1é cé thé cé gia tri 1am sang vi hau
nhu tAt ca cdc nghién cttu déu hdi ciru va khéng dugc kiém so4t. Hon nita, s6
lwgng bénh nhan trong nhidu nghién cttu bi han ché. Tuy nhién, mét s xu
hudng ctia két quéa cin 1am sang cé thé hitu ich trong thyc hanh l4m sang.
7 A A A A 2 A A A A
Céc yéu to nguy co dua trén két qua cin ldm sang bao gom:
« Tang CRP, procalcitonin, interleukin-6 va ferritin
« Giam bach ciu lympho, suy kiét té bdo T CD4 va té bdo T CD8, ting bach cau

+ Tang D-dimer va troponin
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+ LDH tdng cao

Phin loai 1am sang

VAn chwra ¢6 su chip nhén rong rai va phit hgp vé phén loai l4m sang cta CO-
VID-19. Mot nghién cttu l4m sing 16n dAu tién da phén loai thanh bénh ning
va khéng-ning (Guan 2020), theo Huéng din chin doén va diéu tri viém phbi
cong ddng & ngudi 16n, dugce xudt ban bdi Hiép Hbi Long Nguc Hoa Ki va Hiép
Hoi Bénh Truyén Nhiém Hoa Ki (Metlay 2019). Trong céc dinh nghia dugc
chip nhin, bénh dwoc xem 1 ning khi c6 1 trong 2 tiéu chun chinh hodc 3
tiéu chudn phu tr& 1én. Tiéu chudn phu bao gdm nhip thé >30 1in/phit, ty 16
Pa0,/FI0, <250, thAm nhiém nhiéu tiéu thiy, It 1An/mét phrong huéng, ting
uré méu, giam bach ciu, giam sé lwgng tiéu ciu, ha than nhiét, ha huyét 4p
cin hdi strc tich cire. Tidu chi chinh bao gdm sc nhidm triing cin ding thubc
van mach hoic suy hé hp yéu cAu thd may.

Mbt s tac gia (Wang 2020) di sit dung bang phan loai gdm bbn mirc d:

1. Nhe: triéu chirng lAm sang nhe va khéng c6 d4u hiéu viém phdi trén hinh
anh.

2. Trung binh: s6t va c4c triéu chiing hé hip khac vé6i biéu hién viém phdi
trén hinh anh.

3. Ning: bt ky triéu chirng ndo sau day: suy hé hip, thiéu oxy mau (Spo2 <
93%), khi méu déng mach bat thudng: Pa02 <60mmHg, PaC02> 50mmHg.

4. Nguy kich: bt ky triéu chirng nio sau day: suy hé hip cin phai thd méy,
séc, kém theo suy co quan cin theo d&i va didu tri tai ICU.

Trong béo c4o ctia CDC Trung Quéc, ¢6 su twong ddng trong sir dung cac tiéu
chuln phan loai mtrc d6 ning ctia bénh (Wu 2020) mic dit mét sb tic gia da
gop mirc d6 s6 1 va 2. Theo béo cdo nay, cé 81% trudng hgp nhe va trung
binh, 14% trudong hgp nang va 5% trudng hgp nguy kich. Trong khi dé cac
bdo céo so bd tir Vién Y té qudc gia Italia cho thiy 24.9% 13 niing va 5.0% nguy
kich (Livingston 2020). Tuy nhién, cic con s6 ndy dwgc cho 1 d4nh gi4 qua
cao ganh ning bénh tit, so véi s6 lwgng rit it céc trudng hop dugce chin doan
tai Italia vao thoi diém d6. Trong s6 7,483 nhén vién y té tai My mic COVID-
19, téng cong 184 (2.1 - 4.9%) ngudi di phai nhip ICU. Ty 1é cao hon rd rét &
c4c nhan vién y té trén 65 tudi, dat 6.9-16.0% (CDC 2020).

Két qua

Chiing ta dang phai d6i mit véi su gia ting nhanh chéng vé sé ca bénh ning
va tlr vong trong dai dich nay. Hai ciu héi 1am sang khé nhat nhung ciling
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thudng gip nhit 13: 1. C6 bao nhiéu bénh nhan sé tré ning hodc tham chi tir
vong do COVID-19? 2. Ty 1 chinh x4c nhitng trudng hgp mic bénh ma khéng
c6 triéu chirng 13 bao nhiéu? Ching ta s& biét thém vé diéu nay trong thoi
gian sip tdi théng qua cic nghién cttu xét nghiém huyét thanh hoc. Tuy
nhién, didu quan trong la cdc nghién ctru ndy dwoc thiét ké va thuc hién cn
than, dic biét dé tranh c4c yéu t6 sai léch va gay nhibu.

Ty 1€ tir vong ca bénh

Ty 18 tir vong ca bénh (CFR - Case Fatality Rate) hoic ty 1é tir vong do nhiém
bénh (IFR - Infection Fatality Rate) rit khé dénh gi4 trong khi dai dich dang
dién bién phtc tap. CFR c6 thé bi sai sé cao hon thuc té vi s§ ca nhiém bénh
khéng dugc béo céo dy di, ciing c6 thé thip hon thuc té do thdi gian theo
dai khéng di hodc két qua khéng xé4c dinh dwgc. Dich bénh ¢6 xu hwéng giam
ciing phan 4nh mét phin nhirng tién bd trong gidm sat dich t& hoc. Tir vong
do COVID-19 nhiéu kha ning dwoc wéc tinh cao hon thue té, dic biét cc wdc
tinh ban diu d& sai sét vi ching ta con chwa rd vé nhiém tring khéng triéu
chiing hodic cin 1am sang va céc sai s6 nghiém trong, bao gdm sai sb phat
hién, lwa chon va b4o cdo (Niforatos 2020).

Chia s6 ngudi chét cho tong s6 ca nhiém 1a khéng phit hop. Vi du, vao ngiy 30
théng 5, CFR cuia 30 qudc gia bi anh huéng nhiéu nhit (tinh theo s6 tuyét dbi)
dao déng tir 0.07 (Singapore) dén 16.7 (Bi). Trong 10 qudc gia bi anh hudéng
nhiéu nhét, phd dao déng 12 tir 1.15 (Nga) dén 15.3 (Phép).

Btic tranh todn canh cua dai dich phitc tap hon nhiéu va nhitng tinh toan don
gian nay dudng nhu khong phan 4anh ty 18 tir vong thwc suw & mdi quéc gia
néu khéng tinh dén ba van dé khac:

1. Chinh s4ch xét nghiém (va kha ning xét nghiém) ctia mdi quéc gia. Pay la
yéu t6 quan trong nhit. Cang it ngudi dwgc xét nghiém (tit ca ngudi dan, chi
nhitng ngudi cé triéu chirng, chi nhitng ngudi cé triéu chirng ning) thi ty 1é
tlr vong cang cao. Tai Dirc, hé théng xét nghiém va nhirng phong xét nghiém
6 ning lc cao d3 dwoc thiét 1ap nhanh chéng (Stafford 2020).

2. DO tudi cia quin thé mc bénh va dic biét 13 nhém dén sé bi anh huwéng
dAu tién. Ching han, & Y, ngudi gia chiém ti 1& cao trong s nhirng ngudi bi
nhidm virus trong tuin dAu tién cua dich bénh, so sinh véi Pic (noi nhiéu
ngudi bi 1y nhiém SARS-CoV-2 khi di trwot tuyét hoic tai cdc 18 hoi). Déng
chd y hon 13 néu nhitng dia diém cé nguy co cao bi tac dong (nhu nha dudng
130), s6 ca tir vong & qudc gia d6 sé ting 1én ding ké. Vi du, mot & dich &
Washington d4 khién 34 ngudi chét trong s6 101 bénh nhan & mét co s& chim
séc dai han (McMichael 2020) - bf?mg véi sb ca tir vong trén toan nuwdc Uc vao
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ngay 4 thang 4, trong tdng s6 5,635 trurdng hop mic COVID-19.

3.  Giai doan dich. Mdt s8 quéc gia da déi mit véi dich bénh tir rat sém, mot
s6 khac mudn hon vai ngly ho3c vai tudn. Trong khi ty 1é tir vong chi phan
4nh ty 18 nhidm bénh trong 2-3 tuln trudc dé. Trong mét nghién ciru hdi ciru
16m tir Vii Han, thdi gian tir khi khéi phat bénh dén khi tir vong 13 18,5 ngay
(IQR 15-22 ngay).

“Ty 18 tir vong” & mét sé nuwdc duwa trén sb chét va sb xét nghiém dwoc thuc
hién nim & Hinh 1. Pudng cong phan 4nh ning luc chudn b va ning lwc xét
nghiém ctia mdi quéc gia. Vi du & Thuy Dién, mot dit nudc ban dau dua vao
“min dich cong dong”, khéc biét dang ké véi cic qudc gia tién hanh xét
nghiém hang loat ngay tir khi dich bénh b4t du nhw Dirc. Hoa Ky vin con &
giai doan dAu, tai Han Qudc, dich bénh d3 dwoc ngin chin twong déi nhanh
chéng bing cac bién phép truy vét nghiém ngit.
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Hinh 1. S8 ca duong tinh (trén 1 triéu dan, dudng nét dit) va sb ca tlr vong (trén 1 triéu dan). “Ty &
tlr vong” dat 10% tai di€ém céc dudng cong giao nhau. Diéu nay d3 xay ra tai nhitng nwdc nhuw Tay
Ban nha, Y hodc Thuy Dién, nhuwng khé xay ra tai cac nudc khac nhu Bire, Thuy ST hay M§.

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8

Biéu hién 1am sing | 159

Ty 1é tir vong ca bénh trong sé cic nhan vién y té va cac
nhém dan cw dwgc xac dinh ro

Trong céc nhém dén cu dugc theo dbi tét, 13 cdc nhém ludn dugce béo céo
hoic da s6 c6 thé x4c dinh dugc, ty 18 tir vong c6 thé phan 4nh tét hon CFR
that sy cia COVID-19. Piéu ndy 4p dung cho céc nhan vién chim séc sirc khoe
(HCW) nhung ciing 4p dung cho c4c quén thé dwoc x4c dinh rd rang (c6 gisi
han). Ty 18 tir vong thip trong céc quan thé niy 1a d4ng chd y.

Trong 1 nghién ciru 16n v& 3,387 nhan vién y té tir Trung Qudc bi nhiém SARS-
CoV-2, chi ¢6 23 ngu’o’l chét, twong tng véi ty le tr vong la o, 68%. Do tudi
trung binh 13 55 tudi (tir 29 dén 72) va 11 trong s 23 nhén vién y té tir vong 13
nhirng ngudi di 1am lai sau khi nghi hvu (Zhan 2020). Cac nghién cttu hién c6
& Hoa Ky cho thdy ty 18 twong tu, wéc tinh ty 1é tir vong 13 0.3-0.6% (CDC
2020). Trong s6 27 nhan vién y té tir vong vi COVID-19 dén giita thang 4, ¢ 18
ngudi da trén 54 tudi. N6i chung, ty 16 tir vong thap c6 1& 1 do trong thuc té
c4c nhan vién y té thudng tré va khée manh hon, nhung ciing c6 thé do ho
dugc xét nghiém sém va thwong xuyén hon.

Chiing ta ciing s& hidu thém tir cac & dich gi6i han dnh hwéng dén quén thé
déng nhit, ching han nhu tau du lich va tau sin bay. Cac é dich trén nhirng
quan thé nho troi n01 nay, tuy khong may, nhu’ng cung cép rat nhiéu théng
tin, chting cho biét rit nhleu diéu vé sy lay truyén va dién tién ty nhién cta
dich bénh trong céc quin thé da dugc x4c dinh rd. Hai nghién ciru 1én theo
kiéu “thuc dia ngiu nhién khong ty nguyén” dang dién ra: khoang 1,140 thiy
thi bi mic bénh trén thu sin bay My Theodore Roosevelt (mdt binh si da chét,
chin ngwdi phai nhip vién) va hon 1,080 bénh nhan COVID-19 trén tau sin
bay Phép Charles de Gaulle. Nhitng quin thé niy c6 18 con tré khée va twong
ddng nhiéu hon véi dan s6 chung, Didu tra chi tiét sé trinh bay sau.

Dit liéu gid tri nhit dudng nhu dén tir thu Diamond Princess. Tinh dén ngay
31 thang 5, tong s6 nguwdi nhiém bénh 1én t6i 712 ngudi va 13 bénh nhén d3
tlr vong vi ciin bénh nay din dén CFR 13 1.8%. Tuy nhién, ty 18 niy c6 thé ting
1én, vi it nhét 4 bénh nhan dang trong tinh trang nguy kich (Moriarty 2020).
Pang cht ¥, khodng 75% bénh nhén trén tau Diamond Princess trén 60 tudi,
nhiéu ngudi trong s6 ho da tAm muwoi. Dy béo ty 1é tir vong ctia Diamond
Princess theo ciu triic tudi cia dan sé chung, rd rang 13 ty 18 tir vong c6 thé
thip hon nhiéu trong céc quin thé 16n hon khac. Tir vong sé nim trong
khoang 0.2-0.4%.

Tudi cao

Tir ldc bt dAu dai dich, “cao tudi” di dwgc xac dinh 13 yéu té nguy co cao dbi
vGi mirc d6 nghiém trong cua bénh (Huang 2020, Guan 2020). Tai Vii Han, cé
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mét su phu thudc dang ké va ré rang ctia tudi vé6i biéu hién triéu chirng (min

cam) va tién lwong (nguy co tir vong), gap nhiéu lin trong mdi trudng hop

(Wu 2020). B4o cdo tém tét tlr CDC Trung Quéc cho théy ty 18 tir vong 13 2.3%,

twong tng 1,023 trong s6 44,672 trwdng hgp mic bénh (Wu 2020) Ty 18 tir

vong ting rd ret & ngudi 16n tudi. Trong cac ca nhiém tir 70 dén 79 tudi, CFR

14 8.0% va con s6 nay & nhitng ngudi tir 80 tudi tré 1én 13 14.8%.

Trong nhitng tuin gin day, didu ndy di dugc thiy va x4c nhan bdi hdu hét

c4c nghién ctru duge cong bé trén toan thé gisi. & hiu hét céc qudc gia, nhém

tudi tir 80 tr& 1én c6 hon 90% cic trudng hop tir vong.

e Trong mdt phén tich 16n vé dich & Anh véi 20,133 bénh nhan, tudi trung
vi clia 5,165 bénh nhén (26%) da tir vong tai bénh vién do COVID-19 14 80
(Docherty 2020).

e Trong s 1, 591 bénh nhén chuyén vao ICU & Lombardy, Italy, c4c bénh
nhén 16n tu01 (> 63 tudi) cb ty 1é tr vong cao hon r6 rét so vGi céc bénh
nhén tré tudi (36% so véi 15%). Trong sb 362 bénh nhan trén 70 tudi, ty 1&
tr vong 12 41% (Grasselll 2020).

e Theo Vlen Strc khoe Quéc gla Y, mot phan tich vé 2,003 ca tlr vong du
tién, tudi trung vi la 80.5 tudi. Chi c6 17 (0.8%) ca tir 49 tudi tré xuong va
88% trén 70 tudi (lemgston 2020).

e Phan tich chi tiét vé ty 1é tir vong do moi nguyen nhén & cic diém nong
dich bénh tai Y cho thiy c6 si chénh léch 16n vé tir vong do moi nguyén
nhan so véi céc nam trudc trong thdi ky dinh didm cha yéu 13 do sy gia
tang tir vong & nguwdi gia, ddc biét 1la & nam gidi (Piccininni 2020,
Michelozzi 2020).

* Trong 5,700 bénh nhan nhdp vién & New York, cé sy gla ting déng ké vé
tlr vong gitra cdc nhém tudi gia, 61% (122/199) & nam va 48% (115/242) &
phu nir (Richardson 2020)

e Trong mdt bio cdo b dich & Quin King, Washington, tdng cong c6 167 ca
bénh, trong d6 c6 101 bénh nhan (tu01 trung vi 83 tu01) tai mot co s§ cham
séc dai han, 50 nhan vién y t& (tudi trung vi 43 tudi) va 16 ngu’dl tham
bénh. Ty 1é tir vong trong nhém bénh nhin 14 33.7% (34 trén 101) va nhan
vién y té 13 0% (McMichael 2020).

Khéng con nghi ngd gi nira, tudi gia 13 yéu tb nguy co quan trong nhit dbi véi

ty 1é tir vong. C4c qudc gia thit bai trong viéc bao vé dan sb gia vi nhirng 1y do

khac nhau (nhu Y, Bi hoic Thuy Pién) dang phai déi mat v&i CFR cao hon,
trong khi nhirng quéc gia khéng c6 nhiéu bénh nhan 16n tudi (nhw Han Quéc,

Singapore, Uc) ty 1& thdp hon ré rét.
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Nhi¥ng yéu té nguy co bénh ning khic

Bén canh tudi gi3, nhidu yéu t8 nguy co vé bénh ning va tir vong di dwoc
danh gi4 trong dai dich ndy. Cic nghién ctru ban du tir Trung Québc da chira
c4c bénh kém nhu ting huyét 4p, tim mach va dai thdo dwdng c6 lién quan
dén bénh niing va tir vong (Guan 2020). Trong sé 1,590 bénh nhén nhip vién &
Trung Quéc dai luc, sau khi hiéu chinh theo tudi va tinh trang hit thudc,
COPD (ti sb ruii ro 2.7), dai thdo dwdng (1.6), ting huyét 4p (1.6) va bénh ly 4c
tinh (3.5) 14 cdc yéu té nguy co clia bénh. Hang t4 cic nghién citu chuyén sdu
hon ciing da chi ra nhitng yéu té nguy co (Shi 2020, Zhou 2020). C6 réat nhidu
thang dlem déanh gia nguy co chu yéu dwoc dé xudt bdi cic nha nghlen ciru
Trung Qudc va chiing t6i khong thé thao lusn & ddy. Nhitng thang diém nay
chi yéu bit ngudn céc dir liéu khong duwoc kiém soat, va méi lién hé vé lam
sang con han ché.

Trong nhﬁ’ng tudn gin day, m6t s6 nghién ctru du’o‘c thuc hién bén ngoai
Trung Qudc d3 phét hién ra ring beo phi 13 mét yéu té nguy co quan trong
(Goyal 2020, Petrilli 2019). Trong s 393 bénh nhan diu tién lién tiép nhap
vién tai hai bénh vién & thanh ph8 New York, bénh nh4n béo phi cé nhiéu
nguy cd phai thd may hon. Béo phi ciing 1 mét yéu té nguy co quan trong &
Phép (Caussy 2020) hodc & Singapore, dic biét 13 & nhitng bénh nhan tré tudi
hon (Ong 2020). Hat thudc 14 13 mdt yéu t8 nguy co dang dwoc thao luén, ciing
nhw COPD, c4c bénh v& thin va nhiéu bénh khic. Trong sé 1,150 ngudi
trwdng thanh mic COVID-19 nhip vién & hai bénh vién NYC vao thang 3 thi
tudi cao, bénh tim man tinh (didu chinh HR 1.76) va bénh phéi man tinh (2.94)
c6 lién quan déc lap véi ty 1€ tir vong tai bénh vién (Cummings 2020).

Ngudn dit liéu 16n nhit dugc ghi lai cho dén thoi diém nay tir cic noi khac
nhau trén thé gidi dwgc trinh biy trong Bang 3. Mot phat hién ndi bat cua
nhitng nghién ciru ndy 13 ty 18 tir vong thdp hon & bénh nhén nir. C6 mét sb
bing chitng cho thiy c6 su khéc biét vé gii tinh trong céc dic diém l4m sang,
tién lwgng va bénh kém it anh huwdng & nir gidi hon (Meng 2020). Nguoi ta da
suy doan rang nguy co mic bénh cao hon & nam giéi 13 do sy hién dién ctia
tinh trang viém hé théng trén c4n 1am sang, hé théng mién dich bi suy giam,
diéu hoa thip cia ACE2 va gia ting gia hod sinh hoc (Bonafé 2020).
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Bang 3. Tudi va bénh nén trong mot nghién ctru Ién (Docherty 2020), cung cap
céc phan tich da bién va ti s6 rii ro (Hazard Ratios).

UK, n=15,194

Ti s8 rdi ro (95% CI) T&r vong

Tudi 50-59 vs < 50 2.63 (2.06-3.35)
Tudi 60-69 vs < 50 4.99 (3.99-6.25)
Tudi 70-79 vs < 50 8.51 (6.85-10.57)
Tui 11.09 (8.93-13.77)
N gioi 0.81 (0.75-0.86)
Bénh tim man tinh 1.16 (1.08-1.24)
Bénh phdi man tinh 1.17 (1.09-1.27)
Bénh than man tinh 1.28(1.18-1.39)

Tang huyét ap

bdi thao duong 1.06 (0.99-1.14)
Béo phi 1.33 (1.19-1.49)
R&i loan than kinh man tinh 1.18 (1.06-1.29)
Mat tri nh& 1.40 (1.28-1.52)
Bénh ly ac tinh 1.13(1.02-1.24)
Bénh gan trung binh/ndng 1.51(1.21-1.88)

V4n d@ chinh ctia tit ca cdc nghién ciru duge cong bd cho dén nay 13 dit liéu
khéng dwgc kiém soat cé thé giy nhiéu va khéng chirng minh dugc nguyén
nhan. Tham chi quan trong hon: C4c con sb cang 16n, dinh nghia vé bénh kém
cang khéng chinh xéc. Bénh tim mach man tinh 13 gi? Tiang huyét 4p nhe va
dwoc kiém so4t tét hay bénh co tim ning? Bidu hién 14m sing v méi lién hé
ctia mdt bénh kém nhit dinh c6 thé khong ddng nhét (xem thém chuong vé
bénh kém).

Ngay cang cé nhiéu bing chirng cho thiy cic yéu tb xa hdi hoc déng vai trd
quan trong. Nhiéu nghién cttu d3 khong diéu chinh cho cic yéu té nay. Vi dy,
trong mot nghién ctru doan hé 16n gdm 3,481 bénh nhan & Louisiana, bao
hiém cong ddng (Medicare hoic Medicaid), séng & noi ¢ thu nhip thip va
béo phi c6 lién quan dén viéc ting ty 18 nhap vién (Price-Haywood 2020). Mot
cude diéu tra cin thén v dich tai NYC cho théy riing, Bronx, noi dan tdc thiéu
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s6 chiém ty 18 cao nhét, hau hét ngudi dan & d6 song trong nghéo d6i va trinh
d6 hoc vAn thip nhit, c6 ty 1& nhip vién va tir vong do COVID-19 cao hon (gin
hai 14n) so véi 4 quén khac cia NYC Brooklyn, Manhattan, Queens va Pao
Staten (Wadhera 2020).

Tém lai, cic nghién ctru 16n cho thiy ti sb riii ro cia tir vong ting nhe dbi véi
nhiéu bénh kém (bang 3). Tuy nhién, dwdng nhu hiu hét bénh nhan ¢ bénh
nén c6 kha ning kiém soat va loai bé dwgc virus. Bénh nén déng vai trd chinh
& nhirng ngudi khong thé phuc hdi va kiém so4t nhiém tring dudng hé hip
trén va nhitng ngudi cé biéu hién viém phdi. Hiu qua ctia COVID-19 giy ra
khéng chi & phdi ma con nhiéu co quan khéc, bao gdbm mach mau, tim va than
(téng quan hay b&i Wadman 2020), cé vé hop li ring giam chirc ning tim
mach va phdi sé cai thién két qua 14m sang & nhirng bénh nhan nay.

Tuy nhién, tai thdi diém ndy, chiing ta chi c6 thé suy don chinh x4c vai trd
ctia bénh kém va co ché bénh sinh ctia chiing trong viéc gép phan vio mtc do
trAm trong ctia bénh.

Cé sw nhay cam cao hon d6i véi bénh? Trong mét nghién ciru 16n dwa trén
nhém dan cu tai Y, bénh nhin mic COVID-19 cé ti 1é mic cic bénh va héi
chitng tim mach (ting huyét 4p, bénh mach vanh, suy tim, bénh than man
tinh) cao hon. Ti 1é mic bénh ciing gia ting & nhitng bénh nhan nhip vién
trwdc dé vi bénh tim mach hodc khéng phai bénh tim mach (Mancia 2020).
Mbt nghién ctru 16n & Anh tim thiy 1 vai bing chirng ctia cic yéu t6 xa hoi
lién quan dén xét nghiém duong tinh, bao gdm sy thiéu thén, mat d6 dén sb,
ching t6c va bénh thin man (Lusignan 2020). Tuy nhién, ngay ca nhitng
nghién cttu duogc tién hanh tdt ciing khéong thé loai trir hoan toan (c6 1&
manh) cdc sai s8 nghi ng vé chin doan. Bénh nhan c6 bénh kém cé kha ning
biéu hién cao hon cho viéc d4nh gi4 va lia chon xét nghiém SARS-CoV-2 theo
hudng din. Véi sb lwong 16n céc vu dich tai bénh vién, ho cé kha ning mic
bénh cao hon, chi vi ti 1 nhip vién cao hon.

Yéu té co dia/di truyén c6 sin

COVID-19 biéu hién 14m sang hét sirc da dang, tir hoan toan khéng cé triéu
ching dén tir vong nhanh chéng. Trong mét sb trudng hop, né anh hudng
dén nhirng ngudi tré tudi va khée manh, ma mic d6 bénh ning khong phai
do tudi tc hay bat ky bénh kém nao tic dong - chi cin nghi dén béc si Trung
Quéc Ly Vin Lugng (Li Wenliang), ngudi da chét & tudi 34 vi COVID-19 (xem
chwong Time line). Cho dén nay, chi méi c6 nhirng gia dinh. Su khéng dong
nhit déng k& ciia mé hinh bénh tat tir quan diém 1am sing, chin do4n hinh
anh, va mé bénh hoc da dua dén suy dodn vé nhirng phan tng dic trung cia
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c4c c4 nhan c6 thé lién quan dén khac biét di truyén ctia mdi c4 thé (von der
Thusen 2020). Mdt s8 béo c4o so b cho ring ding 13 6.

e Vi duy, mét bdo cdo tir Iran m6 ta ba anh em tir 54 den 66 tu01 tht ca da
nhanh chéng tir vong vi COVID-19 sau chua day hai tudn mic bénh. Ca ba
trudc day déu khde manh va khong cé bénh nén (Yousefzadegan 2020).

e Trong mdt khidm nghlem tr thi 21 tru’dng hop mfc COVID-19, 65% bénh
nhan da tir vong ¢ nhém méu A. Nhém méu A cé thé lién quan dén suy vi
tudn hoan phdi va r8i loan déng méu. Mt 15i giai thich khéc c6 thé 13 sy
twong téc truc tiép giira khdng nguyén A va protein S virus, do d6 tao diéu
kién cho virus xdm nhap qua ACE2 (Menter 2020).

e Cic nh nghién citu Anh d diéu tra vé méi lién quan giita céc alen ApoEe4
va mirc dd ndng ctia COVID-19, st dung dit liéu UK Biobank (Kuo 2020).
pong hop tir ApoEe4e4 cé nhidu kha ning duong tinh véi xét nghiém
COVID-19 (ti 1& chénh 2.31, 95% CI: 1.65-3. 24) so véi dong hop tir e3e3. Alen
ApoEe4e4 ting nguy cd mic COVID-19 ning, khdng phu thudc vao sa sit
tri tue bénh li tim mach va dai thdo du’o’ng typ 2 trwdc d4. Quan sat tha vi
nay can dugc x4c nhén lai (va dwgc giai thich).

Ngoai khuynh hwéng di truyén, cac Iy do kha di khéc vé dién tién bénh ning

can dwgc xem xét: lidu lwgng phoi nhiém virus (c6 thé cao d6i véi Ly Vin

Lwong?), con dudng ma virus xAm nhip vio co thé, cudi ciing 13 déc luc cia

mam bénh va kha ning mién dich c¢6 dwogc (mot phin) tir cic bénh do virus

trudc d6. Néu ban hit phai mot lugng 16n virus, din dén sy ting nhanh sé
lwong ctia virus trong hé théng phdi, didu niy tdi t& hon nhiéu so véi viéc
dinh mét lwgng nhé virus tir tay vao mii. Trong nhirng trudng hgp nay, hé
théng mién dich & dudng hé hip trén cé thé cé nhiu thoi gian hon dé gidi
han sy 1ay lan xa hon dén phdi va cdc co quan khac. Nhung didu niy van chi
1 suy dodn va cin dugc diéu tra k§ hon trong nhirng thing téi.

Qué tai hé théng y té

Ty 18 tir vong ciing c6 thé cao hon trong cdc tinh huéng ma bénh vién khéng
thé cung c4p sw chim séc tich cire cho tht ca cic bénh nhéan can dén, dic biét
13 hd trg thd may. Ty 1é tir vong do d6 ciing sé twong quan véi ganh ning
chim séc y té. Di liéu so bd cho thiy su chénh léch ré rang v& ty 18 tir vong
gilta Vi Han (> 3%), cac vuing khéac nhau cia H) Bic (trung binh khoang 2.9%)
vGi céc tinh khéc cia Trung Quéc (trung binh khoang 0.7%). Céc tac gia da
dwa ra gia thiét ring didu niy c6 kha ning lién quan dén sy gia ting nhanh
chéng s6 ca nhidm & viing tAm dich, d4n dén sy thiéu hut c4c ngudn lyc chim
séc y té, do d6 anh huéng tiéu cuc dén két qua diéu tri caa bénh nhan & H)
Bic, trong khi didu nay vAn chua xay ra & cc tinh khdc ctia Trung Quéc (Ji
2020). Mot nghién ciu khic wéc tinh nguy co tir vong & Vit Han 1én téi 12%
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tai tAm dich va khoang 1% & cac khu vyc bi anh hudng nhe khic (Mizumoto
2020).

Con 4c méng thiéu hut ngudn lyc ciing da dién ra & mién Bic nwéc Y. Tai
qudc gia nay, vao ngay 15 thang 3, 1An dAu tién sé ngudi chét da vuot qué sb
ngudi nhap vién vao cic don vi hdi stc tich cuwc - moét diu hiéu ré rang cho
sw sup db ciia hé théng y té. Cac quéc gia hodc khu vire khéc s& sém phai ddi
mit véi tinh trang twong tu.

T4i hoat dong, t4i nhiém virus

C6 mot s6 béo cdo vé cdc bénh nhén bi duwong tinh trd lai sau khi da c6 két
qua PCR 4m tinh (Lan 2020, Xiao 2020, Yuan 2020). Nhitng bdo cdo nay di
nhin dugc rat nhidu sy chii ¥, bi vi né 6 thé chi ra dugc sy téi hoat dong
hoZic téi nhiém virus. Tuy nhién, sau khi kiém tra kj hon c4c bdo cdo niy,
khéng c6 bing chirng thuyét phuc cho su t4i hoat dong hoic tai nhiém virus,
ma nhiéu kha ning 13 vi c4c 1y do khéc. C4c van d@ vé phwong phép PCR ludn
phai dugc xem xét; két qua c6 thé dao dong dang ké (Li 2020). Thu thap hoic
lwru trit bénh phim khéng ddy du chi 12 hai vi du trong nhiéu vin d@ cta PCR.
Ngay ca khi moi thit dugc thuce hién mét cich chinh xéc, ¢6 thé dy doan ring
PCR c6 thé dao dong giira dwong tinh va 4m tinh tai thdi diém céc gid tri thap
va tai lwgng virus gidm manh & giai doan cudi ctia bénh (Wélfel 2020). N6
cling phu thudc vao loai xét nghiém dugc sir dung, ngudng phat hién la tir vai
tram dén vai nghin ban sao virus/mL (Wang 2020).

Nghién ciru 16n nhét cho dén nay cho thiy tdng cong 25 (14.5%) trong sb 172
bénh nhan COVID-19 d3 xuit vién c6 xét nghiém dwong tinh tai nha sau hai
1An PCR 4m tinh tai bénh vién (Yuan 2020). Trung binh, thdi gian giita lan xét
nghiém 4m tinh cudi cling va lin xét nghiém dwong tinh dAu tién 13 7.3 ngay
(d6 1&ch chuin 3.9). Khéng c6 sw khéc biét dbi véi nhitng bénh nhén vin 4m
tinh. Pidu niy va khoang thdi gian ngin cho thiy & nhirng bénh nhan nay,
khé c6 kha nang virus tai kich hoat.

Ngodi ra, cic nghién ciru trén dong vat cho thiy ring viéc tai nhiém la rat khé
x4y ra (Chandrashekar 2020). Sau khi thanh thai virus va vao ngay thi 35 sau
khi nhi®m virus ban diu, 9 con khi vang (rhesus macaques) da dugc tiém
cting mot lugng virus nhw 13n giy nhim tring tién phat. RNA virus dugc
quan st rit han ché & BAL vao ngay thir nhit, khong phat hién thiy RNA
virus & cic méc thoi gian tiép theo. Nhirng dir liéu niy cho thiy nhiém SARS-
CoV-2 tao ra mién dich bao vé chéng lai su téi phoi nhidm & loai linh trudng
khéng phai nguoi.
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Sur téi kich hoat ciing nhw sém téi phét lai thi khong thudng thiy, dic biét 1a
d6i v&i virus corona. Néu thure hién rit nhiéu xét nghiém, ban sé tim thiy mét
s6 bénh nhan dwong tinh trd lai sau khi PCR 4m tinh 2 14n va da hdi phuc vé
mjt 14m sing. Hién tuwgng ndy c6 thé da bi d4nh gi4 qua mirc. HAu hét bénh
nhan déu khoe lai; hon nira, chua rd liéu xét nghiém PCR dwong tinh tré lai
c6 ddng nghia v6i sy mic bénh lai hay khong.

Quan diém ctia tac gia

Trong nhitng thing tdi, cdc nghién ciru huyét thanh hoc s& cho ta thiy mot
birc tranh rd rang hon vé sé lwgng chinh x4c cdc bénh nhan khéng triéu
chtrng va c6 tridu chirng khéng dién hinh. Quan trong hon, chiing ta phai tim
hidu thém vé cac yéu t6 nguy co dbi véi bénh ning dé didu chinh céc chién
lwgc du phong. Tudi gid khéng phai 13 yéu t& nguy co chinh nhung ciing
khéng phai 13 duy nhit. Gin d4y, mét bénh nhan 106 tudi mic COVID-19 d3
hbi phuc hoan toan & Anh. Phai lam ré co ché ma bénh kém (va cac thudc
dang str dung) 1am ting nguy co dién tién bénh ning nhu thé nio. C4c nghién
cttu di truyén va mién dich hoc phai 1am ré dwoc tinh nhay cam va cac yéu té
co dia /di truyén c6 sin dbi vdi ca giai doan bénh ning va bénh nhe. Ai thuc
su c6 nguy cd, con ai thi khong? Chi cach ly ngui gia 1a qué dé dang,
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8. Didu tri

Christian Hoffmann

s6 lwgng ngudi nhidm SARS-CoV-2 dang gia ting nhanh chéng. Khoang 5-10%
tdng sb ca nhiém 13 c4c trudng hop ning, nguy hiém dén tinh mang, do d6 rat
can ¢6 thubc didu tri dic hidu. Tinh dén thei diém hién tai, chwa c6 loai thubc
nao dugc chirng minh c6 hiéu qué trong diéu tri COVID-19. Trong dai dich
nay, chiing ta ¢ rét it thoi gian dé phat trién mét loai thudc méi va dic hiéu;
vic xin cing con kh4 1au m&i hoan thién. Vi vy, cic thubc khang v1rus hodc
diéu hoa mién dich vdi hd so sir dung an toan sé 13 con dudng ngin nhat ¢é
tim ra loai thu8c hitu hiéu trong cudc chién COVID-19. C4c hoat chit da dwoc
thir nghiém véi cac chi dinh khéc dang dwgc wu tién, dic biét 1a cac hoat cht
d cho thiy hiéu qua véi cc chiing beta-coronavirus nhu SARS va MERS.
Nhiéu thubc dugc xem xét dwa trén cic méd hinh dong vat, dong té biao hoic
tham chi cdc md hinh tim soét dua trén dién toan. Trong khi mét vai huéng
tiép cén it nhét c6 bing chirng goi ¥ ich lgi vé 1am sing, mét s6 hwéng khic
van chi don thuin 13 du dodn. Mét c4i nhin so lwgc tai ClinicalTrials.gov ¢6
thé minh hoa nhitng nd luc to 16n dang dwoc thuc hién: ngly 18 théng 4, nén
tang nay liét ké 657 thir nghiém ldm sang, trong d6 284 nghién ciru dang thu
tuyén bénh nhan, trong sb niy 121 nghién cttu 1a cdc thir nghiém lam sang c6
kiém soét tai Pha IIT (d4nh gi4 ngdy 4 thang 4). Pén ngdy 31 théng 5, cic con
s6 nay di ting 1én 1844, 926 va 126.

C6 nhidu huéng tiép cin khac nhau trong viéc diéu tri COVID-19: c4c hoat
chit khéng virus trc ché hé théng enzyme, rc ché sy x4m nhép cta SARS-
CoV-2 vio té bao va cudi ciing, cc chit didu hoa mién dich dwgc cho 13 1am
giam con bio cytokine va ton thuwong phdi & cic ca bénh ning. Trong mét
hudéng din tam thdi vao ngay 13 thang 3, WHO tuyén b6 “hién tai chwa c6
bing chirng dé khuyén céo bét ki diéu tri bing thuc khang COVID-19 nio” va
viéc sit dung cdc phuong phép didu tri thir nghiém “nén dugc thuce hién
trong khudn khd nghién ciru thir nghiém 1am sang ngiu nhién, dwoc xét duy-
ét dy du tir hoi ddng dao dirc”. Lwu y, didu nay vin khéng ddi trong vai tudn
vira qua. Vin chwa c6 thubc nao 1am giam ti 1 tir vong.

Tuy nhién, viéc thyc hién thir nghiém l4m sang s& gip nhiéu thach thirc
trong mét cudc khiing hoang y té cong céng nhu hién tai (Rome 2020) va viéc
thu tuyén bénh nhén vio cic thir nghiém 14m sang khéng phai noi nao ciing
1am dwogc. Do d6, chwong ndy chi cé thé hd trg trong qua trinh dwa ra quyét
dinh 14m sang. Cc thudc s& dwgc thao lusn theo nhw danh sich bén duéi:
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1. Wc ché swtbéng hop RNA cuia virus

RdRp Inhibitors Remdesivir, Favipiravir
(va Ribavirin, Sofosbuvir)

Protease Inhibitors Lopinavir/r

2. Uc ché sy xAm nhip cia virus

TMPRSS2 Inhibitors Camostat
Fusion Inhibitors Umifenovir
Céc thubc khac Hydroxy/chloroquine,

Oseltamivir, Baricitinib

3.  Thudc diéu hoa mién dich va cacliéu
phap mién dich khac

Corticosteroids

Céc liéu phap nham dén IL-6 Tocilizumab, Siltuximab
Didu hoa mién dich Interferon, Anakinra
Mién dich thu déng Huyét twong tir nguei khéi

bénh, khang thé don dong

» 7 2
Uc che tong hgp RNA virus

SARS-CoV-2 12 mdt beta-vi riit corona chudi don RNA. Céc dich tic dung tiém
ning 13 mét s6 protein phi-cAu triic nhw protease, RNA-dependent RNA pol-
ymerase (RdRp) va helicase, ciing nhw cdc protein phu trg. Vi rit corona
khéng sir dung men phién m3 ngugc (reverse transcriptase). V& mit di
truyén, SARS-CoV va SARS-CoV-2 chi tuwong ddng khoang 82%. Tuy nhién, sy
twong dong di truyén cao & mét trong cic enzyme quan trong - RNA-
dependent RNA polymerase (RdRp) 1én dén 96% (Morse 2020), goi y cdc hoat
chit hiéu qua trén SARS ciing c6 thé mang lai hiéu qua cho COVID-19.

Uc ché RdRp

Remdesivir

Remdesivir (RDV) 12 mét chit-twong-tu-nucleotide va 13 tién chét ciia mot
nucleoside adenosine C, nucleoside niy gin két v&i chudi RNA mdi dwoc tng
hop ctia virus din dén viéc két thiic sém qua trinh tdng hop virus. Theo WHO,
Remdesivir dwgc danh gi4 13 g cir vién sing gi4 nhit cho diéu tri COVID-19.
Céc thir nghiém in vitro (trong 8ng nghiém) d3 cho thay hoat tinh chéng virus
corona phd rong bing céch e ché RdRp trén té bao biéu mé dudng hé hip,
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tham chi & ndng d6 dudi ngudng 1 uM (Sheahan 2017). Kha ning trc ché RdRp
ndy ciing hiéu qua trén SARS-CoV-2 (Wang 2020). Hoat chit niy rat giéng véi
Tenofovir alafenamide, mét chét-tuwong-tw-nucleotide sir dung trong diéu tri
HIV. Remdesivir ban ddu duoc phét trién béi Gilead Sciences dé didu tri virus
Ebola nhung bi bé d& giira chirng sau khi mét thir nghiém 14m sang 16n cho
két qua dang that vong (Mulangu 2019). Dit liéu thi nghiém trén chudt cho
thdy hiéu qua didu tri va dw phong MERS t8t hon so vdi si két hgp ctia Lop-
inavir/ritonavir (xem bén dudi) va interferon beta. Remdesivir cai thién chirc
ning phdi, ldm gidm ndng d6 virus ciing nhw tdn thuong phdi (Sheahan
2020). Su d@ khang Remdesivir & SARS dwgc tao ra khi nudi ciy té bao, nhung
khé dé lua chon va ¢ vé nhu 1am giam hoat dong va doc luc cia virus
(Agostini 2018). Pidu twong tu ciing dwoc tim thdy & virus MERS (Cockrell
2016). C4c md hinh dong vat goi y liéu Remdesivir truyén tinh mach 10 mg/kg
mdt ngdy c6 thé du cho viéc didu tri, vin chua c6 dir liéu dwoc dong hoc trén
ngudi. Gilead hién tai “dang trong qu4 trinh” m& réng chuong trinh tiép cin
dén thubc tai chiu Au (xem tai gilead.com). Tai My, chuong trinh nay da di
vao hoat dong.
Dit liéu 1am sang: Tinh an toan di duwgc chirng minh qua thir nghiém 1am
sang Ebola. Remdisivir hién dang dwoc thir nghiém trong nhiéu Thir nghiém
1am sang ngiu nhién trén hon 1.000 bénh nhin COVID-19 tir nhe dén nang.
Remdesivir 13 mét trong bén lwa chon didu tri dang dwoc diing trong Thir
nghiém l4m sang SOLIDARITY clia WHO (xem bang bén duéi). Trong nghién
cttu Pha III trén bénh nhan COVID-19, mét lidu khéi diu 200 mg dwoc ding &
ngay 1, twong tu nhu trong nghién ctru Ebola, theo sau 13 100 mg mdi ngay
cho 9 ngay tiép theo. C4c thir nghiém l4m sang quan trong dugc liét ké bén
duéi:

e Chuong trinh st dung ddc cich (Compassionate Use Program): ddy la mét
bdo céo hang loat ca riéng 1é (Grein 2020) trén mot s6 bénh nhan (chi
53/61 bénh nhin dugc phén tich) v4i mirc d6 ning ctia bénh khic nhau.
Mbt s& bénh nhén cai thién, mot s6 khac thi khéng: cho thiy cé nhidu
ngiu nhién. Chiing téi tin ring, vi nhiéu i do, bdo cdo hang loat ca niy
dugc diang trén tap chi New England Journal of Medicine la mét ciu
chuyén canh bio vé& “khoa hoc voi va” - kheigei 1am diy 1én nhirng ki
vong sai 1Am. L& ra, néa-trihedn viéc xuit ban nén dwgc tri hoan.

e NCT04257656: diy la mot thir nghiém 14m sang da trung tdm dugc thuc
hién tir ngdy 06 thang Hai dén ngiy 13 thang Ba tai mudi bénh vién & Vii
Hén (Wang 2020). Téng cong 237 bénh nhan viém phdi, v&i d6 bdo hoa
oxy tir 94% tré xubng khi thé khi phong va trong vong 12 ngay ké tir lic

COVID Reference VNM 004


https://doi.org/10.1126/scitranslmed.aal3653
https://doi.org/10.1038/s41422-020-0282-0
https://doi.org/10.1056/NEJMoa1910993
https://doi.org/10.1038/s41467-019-13940-6
https://doi.org/10.1038/s41467-019-13940-6
https://doi.org/10.1128/mBio.00221-18
https://doi.org/10.1038/nmicrobiol.2016.226
https://doi.org/10.1038/nmicrobiol.2016.226
https://doi.org/10.1056/NEJMoa2007016
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(20)31022-9/fulltext

180 | CovidReference.com/vn

khai phét triéu chitng, dugc phan nhém ngiu nhién cho liéu trinh 10 ngay
truyén tinh mach hoic gia dwoc. Cai thién 14m sing dugc dinh nghia 12 s6
ngdy tinh dén lic giam 2 diém trén thang do 1am sang 6 mic (tir 1 = xuét
vién dén 6 = tir vong) hodc xuit vién khée manh, tlly vao su kién ndo dén
trwéc. Bénh nhan cé tudi trung binh 65 tudi (IQR 56-71), nam chiém ti 1&
cao hon (56%) va nhidu nguoi dugc didu tri déng thi véi lopinavir (28%)
va corticosteroids. Thir nghiém 1dm sang nay khéng dat dugc c& miu di
dinh do & dich & Trung Quéc di dugc kiém so4t. Tuy nhién, Remdesivir
khéng anh hudéng dén Cai thién 14m sang (hazard ratio 1,23, 95% CI 0,87-
1,75). Ti 1€ cai thién 1a 27% so v&i 23% tai ngay thit 14 va 65% so v§i 58% tai
ngay thir 28. Tai ngay thir 28, ti 1€ tir vong la 14% so v&i 13%. Pang chu y,
ndng db virus giam twong dwong nhau & ca hai nhém. Mét s6 bénh nhin
phai ngirng bi-dirag thude Remdesivir sém do cac bién cb bat loi (12% so
v&i 5%, chit yéu 13 c4c triéu ching tiéu héa va ting men gan). Thong diép
tich cc tir thir nghiém 1dm sing nay d6 13 thdi gian hdi phuc ngén hon
“v& mit con s6” & nhém diing Remdesivir so véi nhém gia dwoc, dic biét
14 & c4c bénh nhan dugc didu tri trong vong 10 ngay dAu ké tir thai diém
khéi phat triéu chirng.

e SIMPLE 1: trong thir nghiém 1im sang ngiu nhién, nhin mé, Pha III trén
397 bénh nhan nhip vién mic COVID-19 ning va khéng can dén thé may
xam l4n, cai thién 1Am sing tai thdi diém ngly thir 14 13 64% & nhém ding
Remdesivir 5 ngay va 54% & nhém dung 10 ngay (Goldman 2020). Sau khi
hiéu chinh c4c théng sé mit c4n bing (c6 ¥ nghia théng ké déngké) vé do
ning ctia bénh, két cuc ctia hai nhém 1a nhw nhau. Céc bién c6 bét lgi phd
bién 12 budn nédn (9%), suy hd hép tién trién ndng 1én (8%), taing ALT (7%),
va bén (7%). Vi thir nghiém nay khong cé nhém gia dwgc, nghién ciu nay
khéng dugc diing dé d4nh gi4 hiéu qua ctia Remdesivir. Giai doan mé& rong
nghién ctru sé tuyén thém 5.600 (!) bénh nhén trén toan cau.

e ACTT (Adaptive COVID-19 Treatment Trial - thir nghiém 14m sang kiéu
thich nghi vé diéu tri COVID-19 thich nghi): Nghién ciru mi d6i, Pha III,
phan nhém ngiu nhién 1063 bénh nhan COVID-19 trén khip thé gidi sir
dung Remdesivir hojc gia dwoc, dua ra két luan ngin gon: “Remdesivir
vugt trdi hon gia dwgc trong viée rit ngin thdi gian hdi phuc & ngudi
trudng thanh mic COVID-19 ¢6 bing chirng nhiém tring dudng hé hip
dwéi.” (Beigel 2020). Thai gian hdi phuc trung vi 13 11 ngdy so véi 15
ngdy. Loi ich ghi nhan rd nhit & bénh nhén c6 diém d6 ning nén 13 5 (cAn
hd trg oxy, nhung khéng phéi oxy lwu lwgng cao). & bénh nhan can phai
théng khi co hoc hoic ECMO, hiu nhw khéng c6 hiéu qua (dit sb ca bénh 13
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kha nhd). Gi6i tinh, chiing tdc, tudi hodic thdi gian cé triéu chirng khong
anh huéng t6i két qua. Phan tich Kaplan-Meier wdc tinh ti 1é tir vong
trong 14 ngay 13 7,1% va thap hon (khéng c6 § nghia théng ké) & nhém
Remdesivir so v&i 11,9% & nhém gia duwgc (hazard ratio cho tir vong: 0,7;
95% CI, 0,47-1,04). Dy la cac két qua so bd. Phan tich dﬁy da cta toan bd
dan sb nghién ciru s& dwoc cong b sém.
Ditu gi s& dién ra tiép theo? Nhiéu thir nghiém 1am sing tiép theo dang dwoc
thuc hién. Mot s d bi dinh chi nhw NCT04252664, mot thir nghiém 14m sang
& ngudi 16n mic COVID-19 nhe dén trung binh, vi trong cc tuln vira rdi
khéng c6 bénh nhan thoéa didu kién dé tuyén vio nghién cttu. Thir nghiém
14m sang SIMPLE thit hai, NCT04292730 (GS-US-540-5774) c6 1€ 1a nghién ctru
thd vi nht, d4nh gid hiéu quéa ctia hai liéu trinh diéu tri remdesivir so vdi
diéu tri tiéu chudn trén 600 bénh nhan COVID-19 mic d6 trung binh, trong d6
tinh trang l1am sang duwgc danh gia trén thang-do-7-bac vao ngay 11. Nghién
ctru dy dinh sé hoan thanh trong thang 5 ndm 2020. Nghién ciru INSERM &
Phép da dwoc khéi dong dé danh gid hiéu qua ciia remdesivir va céc thubc
khdc, sir dung dé cwong tdng quat (SOLIDARITY) phét trién bsi WHO. Nghién
cru nay (NCT04315948) 1a mot thir nghiém 14m sang da trung tim, thich nghi,
phan nhém ngiu nhién nhim d4nh gia tinh an toan vi hiéu qua ctia cic thubc
diéu tri COVID-19 trén ngudi trudng thanh mic bénh phai ndm vién. Ngudi
triwdng thanh nhip vién vi COVID-19 ning sé dwgc phin nhém ngiu nhién
vao mdt trong bdn nhéanh, bao gém didu tri tiéu chuin, remdesivir, lop-
inavir/r kém interferon B-1a va hydroxychloroquine.
Hién tai, Uy ban ché phim y khoa diing trén con ngudi (Committee for Medic-
inal Products for Human Use - CMPH) d4 bit dAu “xem xét linh déng” cac dir
liéu. Qua d6 gidp ddy nhanh viéc ddnh gid cic thubc nghién ctu trién vong
gifta tinh trang y té céng cong khin cAp nhung khéng ddng nghia ring lgi ich
ctia ching vuot hin rii ro. Cip phép st dung khin cip (Emergency Use Au-
thorization - EUA) cho phép viéc st dung remdesivir chi trong trudng hgp
khin cip COVID-19; remdesivir vin 13 mét thudc nghién ctru va chua dwoc
chp phép ciia FDA. Bang thong tin cu thé danh cho cdc nhan vién y té c6 thé
xem tai diy: FDA 2020.

Favipiravir

Favipiravir 13 mét thudc khéng virus phd rong khéc, cé tac dung trc ché RdRp
va d3 dugc chip thuin cho diéu tri cim & Nhét Ban (nhwng chua tirng duoc
ban trén thi trudng) va cidc nudc khac (Shiraki 2020). Favipiravir duwgc
chuyén héa thanh dang hoat déng bén trong té bao va dwgc nhén dién nhw 13
mét chét nén b&i men polymerase RNA ciia virus, hoat déng nhu mét chudi
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két thic va do d6 trc ché hoat déng ctia men polymerase RNA (Delang 2018).
Trong mdt nghién ctru in vitro, hoat chét niy khéng thé hién hoat tinh manh
d6i v6i mot miu SARS-CoV-2 dugc phan lap tir miu bénh phim 1am sang
(Wang 2020). Tuy vy, ngly 14 thing 2, mét théng cdo bao chi cho thiy két
qué day hira hen dugc cong bé tai ThAm Quyén (PR Favipiravir 2020). Mic di
khéng c6 dir liéu khoa hoc tinh dén ngy nay, Favipiravir da dugc cip phép 5
nam & Trung Quéc duéi tén thuwong mai Favilavir® (& chau Au: Avigan®). Mot
lidu tai 2.400 mg hai 1an mét ngy dugc khuyén céo, theo sau 1 lidu duy tri tix
1.200 - 1.800 mg mdt 1An mdi ngly. Céc twong tic thubc tiém ting (DDIs -
Drug-Drug Interactions) phai duwgc can nhc. Vi thudc ban dAu dwoc chuyén
héa tai gan chu yéu qua Aldehyde Oxidase (AO), c4c chét trc ché AO manh nhw
cimetidine, amlodipine, hoic amitriptyline c6 thé gay ra cdc twong tac thubc.
(bai téng quan: Du 2020) bao gom di tat thai nhi khi diing & phu nit mang thai.
Dir lidu 1am sang: Dir liéu phi-kiém-so4t (Cai 2020) va két qué so bd (théng
c4o béo chi) cho thiy két qua ddng khich 1& trén 340 bénh nhin COVID-19
dwoc béo cdo tir Vi Han va Tham Quyén. Khi diing Favipiravir, bénh nhan s6t
it ngay hon (2,5 so vdi 4,2 ngay), thanh thai virus nhanh hon (4 so véi 11
ngay) va cai thién trén hinh anh hoc (Bryner 2020). Thir nghiém l1am sang
ngiu nhién, nhin mé diu tién dugc céng bd ngay 26 thang 3 (Chen 2020)
Thir nghiém lam sang nay dwgc thuc hién tai 3 bénh vién tai Trung Quoc S0
sanh Arbidol va Favipiravir trén 236 bénh nhan viém ph01 COVID-19. Ket cuc
chinh 12 ti 1& hdi phuc 14m sing sau 7 ngdy (hdi phuc vé triéu chirng sét, nhip
thd, dd bao hoa oxy va gidm ho). Trén cic bénh nhin COVID-19 “théng
thudng” (khéng phai cdc bénh nhan nguy kich), ti 1& hdi phuc 13 56% déi véi
Arbidol (n=111) va 71% (n=98) dbi véi Favipiravir (p=0.02), thubc dugc dung
nap t8t, chi mét sb it trudng hop cé ting ndng do acid uric huyét thanh. Tuy
nhién, vin chua ré liéu két qua ni bat ndy c6 dang tin hay khéng. Trong toan
b dan s6 nghién cttu, khong c6 sw khac biét rd rét. Nhidu ca khéng dwoc x4c
nhin chin doén qua PCR. Ngodi ra ciing c6 sy mét cin bing giita cdc nhém
nhé bénh nhan “théng thuong”. Ngay 26 thang Nam, chinh pht Nhat Ban
hodn viéc cAp phép cho thudc, sau khi phén tich dir liéu tam thdi véi 40 bénh
nhén béi bén thtr ba cho thiy “vin con qué sém dé danh gid hiéu qua cta
thudc”.

Cac thudc trc ché RdRp khac

Mbt sb hoat chét trc ché RdRp di dwoc d@ cap. Ribavirin 13 mot chét twong tu
guanosine va trc ché si tdng hop RNA d3 dugc ding nhidu nim trong diéu tri

viém gan C va ciing dugc xem 13 c6 kha niing rc ché RdRp (Elfiky 2020). Trong
SARS va MERS, Ribavirin hau héet dwgc két hgp véi Lopinavir/ritonavir hodc
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interferon; tuy nhién, hiéu qua 14m sang chwa dwgc ghi nhin (Arabi 2017).
Ribavirin hién 13 thudc sén cé. Viéc sir dung thudc nay con han ché do céc tic
dung phu cin dugc xem xét, dic biét 13 thiéu méu.

Sofosbuvir 13 mét chat trc ché polymerase ciing dwoc diing nhu mét tic nhan
tac dong truc tiép trong didu tri viém gan C. Thubc thudng dugc dung nap
rit tt. Cic nghién ciru trén mé hinh cho thiy Sofosbuvir ciing c6 thé tc ché
RdRp bing cich canh tranh véi cic nucleotide sinh Iy tai b& mit hoat déng
cta RdRp (Elfiky 2020). Sofosbuvir cé thé két hop véi céc thubc e ché
protease trong viém gan C khac. Trong nhém ndy, sw két hop vé6i thube khang
virus Ledipasvir hoic Velpatasvir c6 thé dic biét hip din vi ching c6 thé e
ché ca RdRp va protease ctia SARS-CoV-2 (Chen 2020). C4c nghién citu dang
dwgc chuin bi nhung chwa dwgc ding ki chinh thire (d4nh gia ngdy 31 théng
Nim).

Chat tc ché Protease

Lopinavir

Chét rc ché protease HIV (PI) Lopinavir dugc xem 13 c6 thé trc ché protease 3-
chymotrypsin -like cua virus corona. Lopinavir/r dugc dl‘mg b??lng dudng
ubng. Dé dat dugc ndng d6 trong huyét tuong phu hop, chit trc ché protease
niy phai dwgc ting cudng bing mot chit we ché protease HIV khac tén la
Ritonavir (thudng dugc chi dinh 13 “/r": Lopinavir/r). D8i véi Lopinavir/r, c6
it nhat hai nghién cttu bénh-chitng trén bénh SARS (Chan 2003, Chu 2004) va
mét nghién ciru du phong trén bénh MERS (Park 2019) di cho thdy loi ich,
nhung cac bang chirng con kha nghéo nan. Mét nghién ctru nhé (substudy)
cho thiy ndng d6 virus SARS-CoV c6 vé gidm nhanh hon & nhém diing
Lopinavir so v&i nhém khéng ding (Chu 2004). Tuy nhién, tit ca cic nghién
cttu d@ nhé va khong phin nhém ngiu nhién. Vi viy vin chua rd, lidu tt ca
yéu t6 tién luwgng cé phan bé ddng déu hay khong. Vi tat ca cac thubc e ché
protease HIV (HIV PIs), cAn phai lubén ludn canh gidc trudc cac twong tac
thudc. Ritonavir 13 téc nhan 1am ting hiéu quéa (pharmacoenhancer) manh. Vi
du, Tacrolimus phai dwoc giam lidu xudng 10-100 lan d& duy tri ndng d6 trong
gi6i han diéu tri. Trong mét bdo céo ca bénh, mot phu nir da dwgc ghép than
dwogc didu tri véi Lopinavir/r cho COVID-19 trong khi ding du liéu
Tacrolimus. Nong d Tacrolimus ting vot va vin con vugt ngudng diéu tri, 9
ngay sau khi ngung ding ca Lopinavir/r va Tacrolimus (Bartiromo 2020).
Ngay tir budi ddu cia dai dich, Lopinavir/r da dwoc diing réng rii trén 1am
sang, dii chwra c6 bit ki bing chiing ndo (Chen 2020). Vi du, trong sb tit ca
bénh nhin tham gia thir nghiém 14m sang Remdesivir NCT04257656, 18%
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bénh nhan dwgc diing Lopinavir/r tai thdi diém thu tuyén vio nghién ciru

(Wang 2020).

Dir liéu 14m sang: Trong mdt nghién cttu doan hé hdi ciru 280 ca bénh, viéc

st dung sém Lopinavir/r vi/hojc Ribavirin mang dén nhirng lgi ich nhét

dinh (Wu 2020). Tuy nhién, trong mot nghién ciu nhéd tir Singapore,

Lopinavir/r khéng anh huéng dén sy thai trir virus SARS-CoV-2 trén phét

miii hong (Young 2020). Tinh dén hién tai, c6 hai thir nghiém lam sing ngiu

nhién c¢6 kiém soat (RCT) di dwoc cbng bb:

e Thir nghiém l4m sing ngiu nhién c6 kiém soét, nhin m& dAu tién véi 199
bénh nhan COVID-19 niing khéng tim thiy bt ki lgi ich 14m sing nio khi
ding Lopinavir/r 10 d&n 17 ngay sau khi bénh nh4n d3 khdi phét triéu
chitng, so véi didu tri tiéu chuin (Cao 2020). Ti 1é bénh nhén phét hién
dwgc RNA virus tai nhidu thoi diém khac nhau 13 twong dong gitra hai
nhém, goi ¥ ring khong c6 khéac biét rd rét vé kha ning phat téan khoi té
bao clia virus.

e Mot thir nghiém 1am sing ngiu nhién c6 kiém so4t, nhin mé, da trung
tAm, pha II tai Hong Kéng d4 phan nhém ngiu nhién 127 bénh nhan
COVID-19 tit nhe dén ning (trung binh 5 ngay ké tir lic khéi phat tridu
ching) dé diéu tri véi Lopinavir/r két hop Ribavirin va interferon hoic
chi ding Lopinavir/r (Hung 2020). Két quéa cho thiy sw phéi hgp dong
thdi ca ba thudc c6 thé mang dén lgi ich nhit dinh néu duoc sir dung sém
(xem bén dudi, interferon). Vi nghién ctu nay khéng cé nhém chirng
(nhém khéng st dung Lopinavir/r), nghién cttu nay khéng chitrng minh
dwoc hiéu qua diéu tri ctia Lopinavir/r.

it nhit hai nghién ciru goi ¥ dwoc dong hoc ctia Lopinavir trén bénh nhan

COVID-19 ¢6 thé khic biét so v6i bénh nhéin HIV. Trong ca hai nghién ctu,

ndng d6 thudc ghi nhan dwoc rit cao, vurgt ndng d6 & bénh nhan HIV 2-3 1in

(Schoergenhofer 2020, Gregoire 2020). Tuy nhién, ndng d6 Lopinavir-khéng-

gin-két-protein dat dwoc béi lidu chudn trong didu tri HIV ¢6 thé qué thap dé

trc ché sy nhan 1én cta SARS-CoV-2. Nong d6 EC50 dbi véi HIV thép hon rd
rét so vGi SARS-CoV-2. V4n cin phai xem xét liéu ndng d6 nay cé du dé diéu

tri (sém) cac ca bénh nhe hoic du phong sau phoi nhiém hay khéng. Hon 30

thir nghiém 1am sang dang dugc tién hanh. Lopinavir/r sé dwgc kiém chirng

trong thir nghiém 1am sang SOLIDARITY ctia WHO.

Cac chit trc ché Protease khac
Nha san xuit Janssen-Cilag cong bd mét 14 thw giri TS chirc Y khoa chau Au
(European Medical Agency) ngay 13 thang 3, chi ra “dwa trén dir liéu so bd,
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chua cong bd tir mét béo céo thi nghiém in vitro, c6 vé nhu Darunavir s&
khéng c6 hiéu quéa dang ké dbi véi SARS-CoV-2 khi dwoc diing véi lidu dugc
chip thudn cho diéu tri HIV-1”. Khong c6 bing ching tir cic thi nghiém trén
té bao hay nghién citu quan sat 1am sang cho thiy thudc niy c6 tic dung du
phong (De Meyer 2020, Hirter 2020).

Hi vong véi cac dic tinh dugc ddng hoc vé cAu triic protease chinh ciia SARS-
CoV-2 dugc cong bd gin day sé gitp thiét ké mét chit tc ché protease ti wu
(Zhang 2020). Viéc sang loc trén mé hinh dé xc dinh cac loai thudc mdi tac
dong 1én céc dich protease déng vai trd then chdt trong viéc trung gian sao
chép va dich m3, da xé4c dinh dugc nhiéu hoat chit tiém ning. Sau hoat chit
trc ché M(pro) vdi gid tri IC50 trong khoang tir 0,67 dén 21,4 muM, trong s6 d6
¢6 hai thudc d3 dugc str dung 1a disulfiram va carmofur (mét chit-twong-tu
pyrimidine dugc sir dung nhu mét chit chéng ung thw) (Jin 2020).

Uc ché su xAm nhap ctia virus

Hau hét céc virus corona gin két vdi thu thé té bao bing protein gai (Spike
protein - S protein). Chi trong vai tudn, nhiéu nhém nghién ctru da ly giai co
ché xam nhap vao té bao clia SARS-CoV-2 (Hoffmann 2020, Zhou 2020). Tuwong
tw nhur SARS-CoV, SARS-CoV-2 sir dung thu thé men chuyén angiotensin 2
(Angiotensin-converting enzyme 2 - ACE2) nhw mdt thu thé chinh, day 13 mot
protein bé mit ¢ & nhidu co quan va & té bao biéu md phé nang AT2 & phdi.
Ai lyc véi thu thé ACE2 cia SARS-CoV-2 ¢6 vé nhu cao hon so véi cac virus
corona khdac. Gia thuyét cc chét trc ché thu thé ACE khién COVID-19 ning
hon do viéc ting biéu hién ctia thu thé ACE2 vin chura dwgc chiing minh (xem
chuong Biéu hién lam sang).

Camostat

Bén canh viéc gin két vao thu thd ACE2, sw 1am mdi hoic phan tich cta
protein gai ciing rit can thiét cho viéc xAm nhép ctia virus, cho phép sw hoa
mang gitta virus v mang té blo. SARS-CoV-2 sit dung protese té& bao
Transmembrane protease serine 2 (TMPRSS2). C4c hoat chit trc ché protease
nay vi thé c6 thé trc ché sw xAm nhap cuia virus (Kawase 2012). Chit rc ché
TMPRSS2 Camostat, duwgc Nhat Ban chip thuin cho diéu tri Viém tuy man
(tén thwong mai: Foipan®), c6 thé ngin chin sw xidm nhép ctia SARS-CoV-2
(Hoffmann 2020).

Di¥ liéu 14m sang: dang dugc thu thip. it nhit nim thir nghiém l4m sing
dang dugc thyc hién, Mét nghién ciru Pha I1I tai Anh (nghién citu SPIKE1) &
bénh nhén c6 triéu chirng nhung khéng can nhip vién dugc céng bb vio cubi
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thang Nam. M6t nghién ciru pha II dang dugc thuc hién tai Pan Mach. Mot
nghién citu khac (thir nghiém l4m sing CLOCC) dugc 1én ké hoach thuc hién
vao théng 6 tai Dirc, so sanh giita camostat va hydroxychloroquine (HCQ), sé&
phai d6i mit véi cac két qua thit vong tir cic nghién ciru HCQ (xem thém bén
duéi).

Umifenovir

Umifenovir (Arbidol®) 12 mét thubc khang virus phé rong dwoc chip thuin
nhu 13 mét thudc e ché viéc hdoa mang té bao & Nga va Trung Qudc, dwoc sir
dung trong dw phong va diéu tri cim. Hudng din didu tri ctia Trung Qudc
khuyén cdo diing Arbidol® cho COVID-19, theo nhw c4c théng cdo bio chi ctia
Trung Qudc, thudc c6 kha ning trc ché sy nhan 1én ctia SARS-CoV-2 & ndng d6
thap 10-30 uM (PR 2020).

Di¥ liéu 14m sang: Trong mot nghién ctiru hdi ctru, khéng déi ching c& miu
nhd & cdc bénh nhan COVID-19 mirc d6 nhe va trung binh, 16 bénh nhin dugc
diéu tri v&i 200mg Umifenovir uéng 3 1in/ngdy va Lopinavir dugc so sanh véi
17 bénh nhin di dugc dung Lopinavir don tri liéu dwgc 5-21 ngay (Deng
2020). Tai ngdy 7 (vi ngdy 14), trong nhém phéi hop hai thudc, phét mii hong
4m tinh v&i SARS-CoV-2 trong 75% sé mAu (94% & ngly 14), so v&i 35% (va
53%) & nhém Lopinavir don tri liéu. Cai thién trén hinh anh chup CT 1in luot
14 69% so véi 29%. Két qua twong tu ciing dwoc bdo cdo & mot phan tich hdi
cu khéc (zhu 2020). Tuy nhién, chwa cé mét 16i giai thich rd rang cho lgi ich
to 16n nay. Mét nghién ciru hdi ctru khéc trén 45 bénh nhén khéng phai nim
tai khoa hdi strc tich cuc & Kim Ngan Pam, Trung Quéc khéong tim dwoc bt ki
lgi ich 14m sang nao (Lian 2020). M6t bdo cdo so bd clia mot thir nghiém 14m
sang cho thiy hiéu qua ctia Umifenovir thip hon so véi Favipiravir (Chen
2020).

Hydroxychloroquine (HCQ) va Chloroquine (CQ)

Chloroquine dugc ding trong viéc du phong va diéu tri s6t rét, cé hiéu qua
(nhwng khéng dwgc cip phép) nhu mét chit khédng viém ding trong viém
khép dang thip va lupus ban d6. Hydroxychloroquine ciing duwgc cp phép
cho diéu tri sét rét v mét s6 bénh tu mién, va ciing dwgc dung nap tét hon.
Mbt sb thir nghiém trong phong thi nghiém goi ¥ CQ va HCQ c¢6 thé ¢ tac
dung khéng virus d8i véi SARS-CoV-2, nh& vao kha ning 1am ting pH ndi bio,
qua d6 ngin can sy hod mang té bio cua virus v mot sé qua trinh sau hoa
mang (Wang 2020, Yao 2020). Mdt téng quan nhé tuyén bé “dir liéu tir hon
100 bénh nhan” cho thiy chloroquine phosphate cé thé 1am giam triéu chirng
va rit ngin thdi gian bénh (Gao 2020). Tuy viy, cic chuyén gia khac d3 dwa ra
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c4c mbi quan ngai (Touret 2020). M6t loi ich ctia Chloroquine sé& 13 tin hiéu
tich cie dAu tién, sau nhiéu thap ki va hang trim nghién cttu da thit bai dbi
v&i céc bénh nhiém virus cAp tinh khic. Ngiy 17 thing Ba, mét bo cdo so bd
tir Marseille, Phép cho thdy mét s6 lgi ich cho bénh nhan trong mét nghién
ctru phi-ngiu-nhién c& miu nho - 36 bénh nhén (Gautret 2020). Mic dit cong
trinh nay thiéu c4c tiéu chuin vé thu thap va dién giai dir liéu (Kim 2020),
théng tin ndy da dwoc khuyéch truong trén twitter ring sw phdi hop ctia HCQ
va Azithromycin c6 “co hdi r6 rét tré thanh mét yéu t6 16n nhét 1am thay dbi
cudc choi trong lich sit y khoa” (ngay 21 thang 3), da thu hiat sy chd y cta ca
thé gi6i va din dén hang chuc ngan lugt didu tri khong kiém so4t. Thém vio
d6, nhidu bénh nhan tir chdi tham gia vio c4c thir nghiém 1am sang thubc
diéu tri khac néu ho bi yéu cdu ngung ding chloroquine. Diéu niy di tao nén
mdt sy tri hodn nghiém trong trong viéc thu tuyén bénh nhan vao nghién
cttu, tao nén c4c nhim 14n trong viéc dién giai dit liéu va de doa cdc nghién
ctu 1am sang khac (Ledford 2020). Mot s6 nwéc tién hanh du trit CQ va HCQ,
din dén viéc thiéu hut cho c4c bénh nhan cin cic thudc niy cho cic chi dinh
1am sang khéac. Chi vai tuln sau, ching ta d3 phai di mit véi mét lwong 16n
dit liéu chdng lai viéc sir dung CQ va HCQ.

Di¥ liéu 14m sang: Chura c6 c4c thir nghiém 1am sang ngiu nhién cé kiém soat
(RCT) so sanh didu tri HCQ hodc cQ vGi gia dudgc. Tuy nhién dit liéu thu dugc
gan day cho thay hiéu qua caa thudc chi & mirc thap gan nhu khéng cé. Mot
s6 nghién cttu quan trong chdng lai HCQ trong vai tuin gin day:

e Trong mot nghién ctru quan sat tai thanh phd New York (Geleris 2020) tir
1.376 bénh nhan nhép vién lién tuc, 811 bénh nhin duwgc dung HCQ (60%
dwoc ding kém Azithromycin). Sau khi hiéu chinh nhiéu yéu t6 gay
nhiéu (bénh nhan dugc ding HCQ thudng bi ning hon tai thdi diém vao
nghién cttu), khéng c6 méi quan hé déng k& gitra viéc diing HCQ va viéc
dat n6i khi quan hay tir vong.

e Mot nghién ctru doan hé hdi ciru quan s4t 1.438 bénh nhan tir 25 bénh
vién tai khu vyc d6 thi cia New York (Rosenberg 2020). Sau khi hiéu
chinh bang mé hinh Cox, so sanh giita bénh nhan khéng diing ca HCQ va
azithromycin, két qua cho thiy khéng c6 khéc biét vé mjt théng ké vé ti
1é tir vong giita nhém bénh nhan dung HCQ + azithromycin, chi diung
HCQ, hay chi diing azithromycin. Ti 1& bién c6 ngwng tim (cardiac arrest)
ting ¢ ¥ nghia théng ké & nhém bénh nhin ding dong thdi HCQ va
azithromycin (OR hiéu chinh 2,13).

e Mbt thir nghiém 1am sang ngiu nhién, Pha IIb tai Bra-xin chia bénh nhan
COVID-19 ning thanh hai nhém: nhém ding liéu cao CQ (600mg hai lan
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mét ngdy trong 10 ngdy) va nhém ding lidu thip CQ (450mg hai lan mét
ngdy vao ngdy 1, v mdt 1an mdi ngy cho 4 ngly sau d6). Hoi dong Gidm
sat an toan va dit liéu nghién cru (Data Safety Monitoring Board - DSMB)
quyét dinh chdm dit nghién cttu sau khi tuyén dugc 81/440 bénh nhén
(Borba 2020). Tai thdi diém ngay 13 sau thu tuyén, 6/40 bénh nhan (15%)
& nhém diing liéu thp d3 tir vong, so véi 16/41 bénh nhan (39%) & nhém
diing lidu cao. Ti 1& phat hién dwgc RNA virus & hai nhém 1an luot 1 78%
va 76%.

e Mot nghién cttu hdi ctru trén 251 bénh nhén dugc diing HCQ két hop
azithromycin, 23% bénh nhén c¢6 d4u hiéu kéo dai khoang QTc >500ms
méi xudt hién - mot chi ddu cho nguy co cao xoin dinh (torsade de
pointes) (Chorin 2020).

e  Trong mdt nghién ciru v&i 150 bénh nhin COVID-19 mirc d6 nhe dén vira,
ti 16 chuyén ddi PCR 4m tinh tai ngdy 28 13 85,4% & nhém HCQ, tuong tw
nhu didu tri tiéu chuén (81.3%) (Tang W 2020). Bién c6 bat loi xuat hién
trén nhém dugc dung HCQ nhidu hon (30% so véi 9%, chii yéu 13 tiéu
chay).

e Nong d6 HCQ tu do trong huyét twong véi lidu cé thé dung nap & ngudi
binh thwong cé 18 qua thap dé dat dugc hiéu qua khang virus (Fan 2020).

e HCQ khéng c6 tic dung du phong. Téng cong 821 ngudi tham gia khong
triéu chitng dwgc phan nhém ngiu nhién d& ding Hydroxychloroquine
hoic gia dugc trong vong 4 ngly ké sau khi phoi nhiém (88% 13 c4c phoi
nhiém nguy co cao). Ti 1é mic bénh méi (ca bénh khing dinh) 12 11,8% &
nhém HEQ CQ va 14,3% & nhém gia dugc. Tac dung phu thudong gip &
nhém diung hydroxychloroquine hon so v&i nhém gia dugc (40,1% so véi
16,8%), nhung khong c6 bién cb bat lgi nghiém trong ndo dwoc ghi nhin
(Boulware 2020).

e  Két luan chinh ctia mét bai tdng quan gin day 1a “chwa cé di bing chirng,
cic bing chirng mau thuin vé lgi ich va tic hai cia viéc ding
Hydroxychloroquine ho3c Chloroquine trong viéc diéu tri COVID-19. Do
d6, khéng thé xic dinh dugc can cén giita lgi ich vA tic hai”. Hién tai
khéng c6 dinh gid ndo vé& viéc ding Hydroxychloroquine hay
Chloroquine nhim dy phong COVID-19 (Hernandez 2020). Téng théng
thir 45 ctia Hoa Ky c6 thé vAn tiép tuc diing né, nhung d6i véi cac bénh
nhan, khéng cé ly gi dé sir dung thudc niy bén ngodi méi trudng thir
nghiém 1am sang.
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Cac thudc khac

Baricitinib (Olumiant®) 13 mét chit tc ché Janus-associated kinase (JAK)
dwoc chip thuan cho diéu tri viém khép dang thap. Sir dung thuit todn sing
loc thubc dua trén mé hinh, Baricitinib dugc x4c dinh 13 mét hoat chit cé thé
trc ché qué trinh xAm nhap té bio qua trung gian ACE2 (Stebbing 2020). Gibng
nhu c4c chit te ché JAK khéc nhu Fedratinib hodc Ruxolitinib, rc ché cac tin
hiéu din truyén ciing c6 thé 1am giam sy gia ting ndng dd cytokine, mét diéu
thudng thiy & bénh nhin COVID-19. C6 mét vii bing chirng cho thiy
Baricitinib cé thé 13 tic nhan pht hgp ctia nhém nay (Richardson 2020). Céc
chuyén gia khac l4p luin ring thudc niy s& khéng phai 13 mét lua chon ly
twdng vi baricitinib giy giam s lwong té bao lympho trong mau, giam sb
lwong bach ciu va tai hoat virus (Praveen 2020). Tuy nhién, nhidu nghién ctru
dang dwoc tién hanh & Y va My, trong sé d6 c6 thir nghiém 14m sang khéng 1
(ACTT-II), so sanh giira baricitinib va remdesivir v§i remdesivir don doc trén
hon 1.000 bénh nhan.

Oseltamivir (Tamiflu®) 13 mét chit c ché men neuraminidase dugc chip
thuan cho viéc diéu tri v dw phong cim (influenza) & nhidu quéc gia. Gidng
nhu Lopinavir, Oseltam1v1r da dugc str dung rong rai trong dot bung phat
dich bénh ¢ Trung Quéc (Guan 2020). Viéc sir dung thubc sém ngay tir khi
kh&i phét triéu chitng c6 thé déng vai quan trong. Oseltamivir dugc chi dinh
khi c6 nhiém ddng thdi virus cim (influenza), didu kha thudng thiy & bénh
nhén MERS, chiém khoang 30% (Bleibtreu 2018). Hién tai chua c6 dit liéu tin
cly cho COVID-19. Hiéu qua tryc tiép cta Oseltamivir trén bénh nhén viém
phdi COVID-19-khéng-nhidm-ciim vin con 13 mét cau héi 16n. SARS-CoV-2
khéng cAn dén men neuraminidases dé xAm nhap cac té bao dich.

Céc chét didu hoa mién dich

Trong khi céc thubc khéng virus thudng dwoc diing dé phong ngira céc ca
COVID-19 nhe tién trién thanh ning, c4c chién lugce didu tri hd trg sé hét stc
can thiét cho c4c bénh nhan ning. Nhidm virus corona cé thé giy ra phan irng
mién dich ki chi qua mirc va kém hiéu qua, didu nay c6 lién quan dén tén
thwong phdi nghiém trong (Channappanavar 2017). Twong tw nhw SARS va
MERS, mét s6 bénh nhan COVID-19 bi Hoi chitng suy hé hip cAp tién trién
(Acute Respiratory Distress Syndrome - ARDS), thudng c6 lién quan dén con
bdo cytokine (Mehta 2020). Didu niy dic trung béi sy gia ndng do huyét
twong clia cac interleukins, chemokines va cac protein viém.

Nhiéu liéu phép didu tri chuyén biét cho ki chii hwéng dén viéc gii han tén
thuwong gy ra béi viéc mat kiém so4t cic phan tng theo hwéng viém cua
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cytokine va chemokine (Zumla 2020). Cac chat e ché mién dich, tc ché
interleukin-1 nhu Anakinra hodc trc ché JAK-2 ciing 13 c4c lwa chon kha di
(Mehta 2020). C4c liéu phdp niy c6 tiém ning tic dung hiép dong khi két hop
v&i cac thubc khang virus. Nhiéu loai thudc sin c6 trén thi trudng da dugc dé
cép, bao gdm céc thudc 1am giam cholesterol, thudc diéu tri tidu dudng, viém
khép, dong kinh vi ung thu ciing nhuw mét vai loai khang sinh. Céc thudc nay
dugc cho 13 c6 thé didu hoa su tu thue bio, cai thién cc co ché mién dich va
san xult cdc peptide c6 tinh khéng vi sinh v4t. Cic chit diéu hoa mién dich va
c4c hudng tiép can khic dang dugc nghién ctru bao gdm bevacizumab,
brilacidin, cyclosporin, fedratinib (Wu 2020), fingolimod, lenadilomide va
thalidomide, sildenafil, teicoplanin (Baron 2020), khing thé don dong
(Sshanmugaraj 2020) va nhiéu thudc khac. Tuy nhién céc dit liéu 14m sang vin
dang dugc thim dinh.

Interferon

D4p rng Interferon (IFN) déng vai trd quan trong trong phong tuyén dAu tién
chéng lai virus. Co ché phong vé phtc tap niy c6 thé dwoc tng dung vio cac
liéu phap khang virus an toan va hiéu qua - khi hiéu ré dugc co ché sinh hoc
ctia chiing. Mét tdng quan chi tiét gin ddy da miéu ta nhitng tién bd vé su
hiu biét ctia chiing ta ddi véi ddp trng bam sinh chéng lai coronavirus trén
ngudi (human coronaviruses) dugc diu hoa béi interferon tuyp I va tuyp III
(Park 2020).

Tuy nhién, cic két qua nghién citu vé interferon trén bénh nhén nhiém MERS
kha thit vong. Mic di cé hiéu qua khéng virus 4n twong trén té bao
(Falzarano 2013), khong c6 1¢i ich rd rét nao trong thit nghiém lam sang khi
két hgp véi Ribavirin (Omrani 2014, Shalhoub 2015, Arabi 2017).

DAu v4y, interferon dang hit vin dwoc khuyén cdo nhu 13 mét la chon diéu
tri trong Huéng dn didu tri COVID-19 ciia Trung Qudc.

Dit liéu 14m sang: Mét thir nghiém 1am sing ngiu nhién cé kiém so4t, da
trung tm, Pha 2 tir Hong Kéng d4 ph4n nhém ngiu nhién 127 bénh nhén
COVID-19 tir nhe dén trung binh (trung binh 5 ngay ké tir khi khdi phét triéu
chitng) d& dwoc diing Lopinavir/r don doc hoic diing két hop Lopinavir/r véi
Ribavirin v interferon (Hung 2020). Thir nghiém 1am sing nay cho thdy viéc
két hop ca ba thubc c6 thé mang lai loi ich néu dwoc bénh nhan dwoc didu tri
sém. Liéu phap két hop dugc chi dinh cho bénh nhan trong vong 7 ngly tir
khi khéi pht triéu chirng, gdm c6 Lopinavir/r, Ribavirin (400mg hai 1An mét
ngly), va Interferon beta-1b (1-3 lidu 8 triéu don vi mét tudn). Su két hop 3
thubc mang dén hiéu qua rd rét trong viéc rit ngén thdi gian trung vi tir lic
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bit dau diing thudc dén lc cé két qua Am tinh tir miu phét miii hong (7 ngdy
s0 Vi 12 ngdy, p=0,001) v cdc miu bénh phim khéc. Cai thién l4m sang t6t
hon rd rét, rit ngin thdi gian cé triéu chirng va rit ngin thdi gian nam vién.
Pang lru ¥, nhitng s khac biét ro rét ndy nhd vio 76 bénh nhan dwoc didu
tri sém, dudi 7 ngay ké tir lic khéi phét triéu chirng. & nhitng bénh nhan
nay, dudng nhu interferon di tao nén sy khéc biét. Tinh dén thoi diém hién
tai, ddy 12 thir nghiém l4m sing ngiu nhién c6 kiém so4t 16n duy nhét cho két
qué c6 d4p tng vé mit virus hoc déi vi mét thubc cu thé.

Corticosteroids

Corticosteroids thudng duwgc dung, dic biét 1a & cac ca bénh ning. Trong
nghién ctru doan hé khéng kiém soét 16n nhét cho dén hién tai, trong sb 1.099
bénh nhan COVID-19 ¢6 19% dwgc didu tri véi corticosteroids, trong s cic ca
bénh ning cé dén gin mot nira dugce ding corticosteroids (Guan 2020). Tuy
nhién, theo nhw hwéng din didu tri hién tai cia WHO, steroids khong dwoc
khuyén céo diing thudng quy ngoai trir trong cac thir nghiém 1am sang.

Mét tdéng quan hé théng gdm nhidu nghién ctru quan st bénh SARS
(Stockman 2006) khéng cho thr?'ly loi ich ctia steroids va kém theo d6 1a nhidu
tac dung phu (hoai tir vé mach, r6i loan tim thin, tiéu dwdng). Tuy nhién,
viéc str dung corticosteroids & bénh nhan COVID-19 vin 13 vin d& con dang
ban cai (R Russell 2020, Shang 2020). Trong mdt nghién ciru hdi citu 401 bénh
nhan SARS, két qua cho théy lidu thép steroids gidm ti 1& tir vong va c6 thé rit
ngan thdi gian nim vién cho cic bénh nhan nguy kich, ma khéng giy ra
nhiém triing thir phét va/hoic bién chitng khéc (Chen 2006).

Trong mét nghién cttu hdi ciru khéc bao gdm tdng cong 201 bénh nhin
COVID-19, methylprednisolone giam ti 1é t&r vong & bénh nhin ARDS (Wu
2020). Sau khi xem xét dit liéu tir 213 bénh nhin, mdt nhém nghién ciru cho
ring viéc diing methylprednisolone sém & bénh nhin COVID-19 vira va ning
6 thé 1am giam tién trién bénh va cai thién két cuc lam sang (Fadel 2020).
Nguoc lai, c6 bing chitng manh mé cho thiy viéc 1am cham thai trir virus
(Ling 2020), diéu ciing d3 dwgc quan sit & bénh SARS (Stockman 2006). Trong
mot tuyén b ddng thuin cta Hiép hoi Long ngurc Trung Qubc ngdy 8 thang 2,
corticosteroids nén dwoc ding hét sirc thin trong, sau khi d4 can nhic ki
ludng, véi lidu thip (< 0.5-1 mg/kg methylprednisolone hoidc twong duong,
mét ngdy) va quan trong 13 thdi gian diing cang ngin cang tét (< 7 ngly)
(zhao 2020).
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Famotidine

Famotidine 13 mdt chat d6i van trén thu thé histamine-2 (H2), tc ché tiét acid
da day. Thudc ndy c6 hd so vé d6 an toan rat tét. Ban dau, thubc dugc cho 1a
trc ché protease 3-chymotrypsin-like (3CLpro), nhuwng dwdng nhu thudc tic
dong nhu 13 mot chit didu hoa mién dich qua co ché d6i van hodc ddng van
ngugc trong con dudng tin hiéu ctia histamine. Mt nghién ciru hdi ciru trén
1.620 bénh nhan, bao gém 84 bénh nhan (5,1%) di dugc dung cac lidu
Famotidine khédc nhau trong vong 24 gid sau nhip vién (Freedberg 2020). Sau
khi hiéu chinh c4c dic tinh nén ciia bénh nhan, viéc st dung Famotidine c6
lién quan déc lap dén nguy co tir vong hodc dit ndi khi quan (hazard ratio
hiéu chinh 0,42, 95% CI 0,21-0,85) va tic dong ndy van giit nguyén sau khi
danh gi4 ghép cip cin than dua trén diém xu huéng (propensity score
matching) - phuong phdp gitip cAn bing cic bién twong quan. Pang chi ¥,
khéng c6 hiéu qua bao vé nio lién quan vdi viéc str dung thudc e ché bom
proton (PPIs). Nong db ferritin huyét twong téi da trong qué trinh nim vién &
nhém Famotidine 13 thip, ggi ¥ thubc ngin chin sy nhan 1én ctia virus va lam
gidm con bio cytokine. Cac thir nghiém 1dm sang phin nhém ngiu nhién
dang dwoc tién hanh.

Céc chit trc ché cytokine

Gia thuyét cho ring viéc ngin chin con bio cytokine véi liéu phép diéu tri
nhim vio viéc giam Interleukin-6 (IL-6), IL-1, hodc tham chi yéu t6 hoai tir u
alpha (Tumor necrosis factor alpha - TNF-alpha), c thé mang dén lgi ich 1am
sang d3 din dén viéc thuc hién nhiu thir nghiém 14m sang. Cac dir lidu goi ¥
ring chién lugc e ché interleukin c6 thé gitip ci thién tinh trang viém qué
mtrc & bénh nhan COVID-19 ning. Tuy nhién, mét tdng quan gin day vé chién
lwgce nay kéu goi sw cin trong va it hira hen (Remy 2020). C4c nd luc trwe d6
dé ngin chin con bio cytokine do céc nhiém tring khic vin chua thanh
cong, va trong mot s6 trudng hop tham chi 1am két cuc té thém. Hon nita,
nhiéu méi lo ngai cho ring viéc tic ché hé mién dich bim sinh va mién dich
thich nghi d& giai quyét sy gia ting ndng dod cytokine, cé thé cho phép virus
nhén 1én, trc ché mién dich thich nghi va tri hodn qué trinh hdi phuc. S xuit
hién cta céc co ché tc ché midn dich manh trén bénh nhén ngiy cang dwoc
cong nhan. Sau day, ching tbi sé thao ludn ngin gon vé cac bing chirng hién
c6 d6i véi cac chét trc ché cytokine

Anakinra

Anakinra 13 thudc dwoc FDA phé duyét cho viéc diéu tri viém khép dang thip
va bénh viém da co quan khéi phat tir tudi so sinh. Thudc 1a mét tai t6 hop
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ctia chét d6i van thu thé IL-1 ngudi, ngin chin sy gin két ciia IL-1 va chin

din truyén tin hiéu. Anakinra dwgc cho 13 chim dit cac rdi loan dép tng

mién dich & bénh nhin COVID-19 c6 tinh trang ting viém va hién dang dwoc
nghién citu trong cic thir nghiém l4m sang.

Di¥ liéu 1am sing: Mt sé bdo c4o hang loat ca ghi nhan cac két qua diy hira

hen.

e Mot nghién citu tai Paris, so sanh 52 “bénh nhan lién tiép” dwoc didu tri
anakinra v6i 44 bénh nhan trudc d6. Ti 1é nhip vao ICU dé thd may hoic
tlr vong 13 25% & nhém anakinra va 73% & nhém bénh nhin trude d6. Hiéu
qué didu tri ctia anakinra vin ¢ y nghia théng ké sau khi phan tich da
bién. Cin thém c4c thir nghiém 1am sang c6 kiém so4t.

e MOt nghién ctru hdi ciru tai bénh vién San Raffaele tai Milan, Y vé6i 29
bénh nhin ARDS trung binh dén ning va c6 ting viém (CRP = 100 mg/L)
dwoc didu tri véi HCQ va Lopinavir/r nhung khong thong khi xam 14n
(Cavalli 2020). Tai ngdy thi 21, anakinra liéu cao c6 lién quan dén s giam
CRP va din cai thién chitc ning phéi & 21/29 (72%) bénh nhan.

e MOt béo cdo hang loat ca c& miu nho, gdm cdc bénh nhan nguy kich kém
héi ching thuwc bao mdau thir phéat (secondary hemophagocytic
lymphohistocytosis — sHLH) dic trung béi giam ba dong té bio mau, ting
déng méu, ton thwong thin cip va rdi loan chirc ning gan mat. Cudi
nghién ctru, cdc bénh nhin nim hdi sitc cip ciru it cin thubc vin mach
hon va c6 cai thién chirc ning hé hip. Mic dit 3/8 bénh nhén tir vong, ti 16
tir vong 13 thip hon & nhém c4c bénh nhin trwéc d6 mic hdi chirng thuc
bio mau tht phat sau nhidm triing huyét (Dimopoulos 2020).

e Cai thién 14m sing trén ba bénh nhan bach cAu cAp kém nghi ngd hay xé4c
dinh viém phbi COVID-19 v&i héi chitng ting viém nguy kich (Day 2020).

Tocilizumab

Tocilizumab (TCZ) 12 mét khang thé don dong nhim dén thu thé Interleukin-
6. Tocilizumab (RoActemra® hodic Actemra®) dwgc ding diéu tri viém khép
dang thip va c6 d6 an toan cao. Khong phai nghi ngd vé viéc Tocilizumab nén
dwoc danh cho nhitng bénh nhan ning d3 thit bai véi cc liéu phap diéu tri
khac. Tuy nhién, mét s& bdo céo ca bénh di goi y cac thubc chin thu thé
Interleukin-6 dwgc diing cho bénh nhan c¢é bénh tu mién kém theo tham chi
c6 thé ngin ngira dién tién ning ctia COVID-19 (Mihai 2020). Liéu khéi dau
nén tir 4-8 mg/kg, véi liéu khuyén céo 13 400 mg (truyén tinh mach trong hon
1 gi®). Céc thir nghiém 14m sang c6 kiém soat dang dugc thuc hién (tinh dén
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ngay 31 thidng Nim, 46 thir nghiém |dm sang d3 dugc liét ké tai
clinicaltrials.gov, trong d6 c6 14 nghién ctru Pha III), bén canh d6 cc nghién
ctru vé Sarilumab (Kevzara®), mot di van thu thé IL-6 khéc.

Di¥ liéu 14m sang: C6 mdt vai bdo cdo hang loat ca chua dwoc kiém soat, cho
thay thudc nhanh chéng lam giam triéu chirng h6 hap trén mot s6 bénh nhin,
ciing nhu 1am giam st va ha CRP sau khi bénh nhan dwoc Tocilizumab:

62 bénh nhan nhap vién lién tiép tai bénh vién Montichiari (Y) vi viém
phdi va suy hé hip do COVID-19 (nhung chwa cin dén théng khi co hoc)
dwoc diing Tocilizumab khi loai thubc nay ¢6 s§n ngay 12 thang Ba (Capra
2020). C4c bénh nhin dugc so sanh 23 bénh nhin “nhém chirng” nhip
vién trudc ngdy 12 thing Ba - nhém ndy dwoc didu tri tiéu chuin (HCQ,
Lopinavir/r). Bénh nhan Tocilizumab cho thiy cai thién ré rét ti 18 séng
con, tham chi sau khi d3 hiéu chinh cic dic diém l4m sing nén. Chi 2
trong s6 62 bénh nhan trong nhém Tocilizumab va 11 trong sb 23 bénh
nhan & nhém chitng tir vong. Chirc ning hd hép cai thién trong 64,8%
bénh nhin & nhém dung Tocilizumab, trong khi 100% bénh nhin & nhém
chitng tré ning va cAn dén théng khi co hoc.

Trong s6 58 bénh nh4n dugc ding Tocilizumab tai mét trung tim &
Barcelona, 8 bénh nhén tir vong (14%). Gan nhu tit ca (98%) dugc dung
steroids truyén tinh mach liéu cao (pulse therapy). Ti 1& tir vong ¢ xu
hudéng thip hon & cc bénh nhan dwgc diing steroids trude Tocilizumab
(Campins 2020).

Trong mdt bdo cdo phan tich hiéu-chinh-nguy-co hdi quy Cox (risk-
adjusted Cox regression analysis) v&i 31 bénh nhén ting dudng huyét va
47 bénh nhén duwdng huyét binh thwdng mic COVID-19 niing, Tocilizumab
& bénh nhan ting dwdng huyét khong 1am giam nguy co cé két cuc x4u -
ngwoc lai véi nhém bénh nhan cé dudng huyét binh thudng (Marfella
2020).

C6 mot bao cdo vé viée diing thubc ngodi hwéng din (Off-label use) trén 45
bénh nhan (phin 16n cin h trg oxy lidu cao hojc thé may x4m l4n) tai
Milan (Morena 2020). 14 bénh nhén tr vong (27%). Tuy nhién, tinh tir ldc
bt diu diing Tocilizumab dén ngly thir 7, bénh nhan ¢ nhiét d6 co thé va
CRP giam dot ngdt, sé lwong bach ciu lympho ting ré rét (Morena 2020).

Siltuximab

Siltuximab (Sylvant®) 1a mét thubc chin Interleukin-6 khac. Tuy nhién, khédng
thé don dong tdng hop nay nhim truc tiép dén Interleukin-6 chir khong phai
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thu thé, Siltuximab d4 dugc chap thuan cho diéu tri bénh ting san hach bach
huyét vb cin Castleman (idiopathic multicentric Castleman’s disease). § céc
bénh nhén nay, thuéc dwoc dung nap tot.

Dt liéu 14m sang: Két qua ban dAu ctia mot thir nghiém thi diém & Y (thir
nghiém SISCO) d3 cho thiy c4c két qua khich 1&. Theo nhw céc dit liéu tam
thdi ¢ dwgc ngdy 2 thang 4 tir 21 bénh nhin du tién dwoc didu tri vdi
siltuximab va dwoc theo doi dén 7 ngiy, mét phin ba (33%) bénh nhén c6 cai
thién vé 1am sang, gidm nhu ciu oxy va 43% bénh nhan thiy tinh trang ciia ho
bn dinh qua viéc khéng c6 thay ddi déng ké nio vé 14m sang (McKee 2020).

Mién dich thu déng

Mbt phian tich gbp (meta-analysis) gdm nhiéu nghién cttu quan sat trén cac
liéu phép mién dich thu déng cho bénh SARS vi ctim ning cho thiy chiing
1am giam ti 16 tir vong, nhung c4c nghién ciru thudng cé chét lugng thip va
khéng c6 nhém chirng (Mair-Jenkins 2015). Trong MERS, huyét tuwong twoi
d6ng lanh hodc immunoglobulin tir nguwdi khéi bénh da dwoc dé cap (Zumla
2015, Arabi 2017). C4c bénh nhan SARS d4 hdi phuc san xuit mot khang thé
trung hoa, dép ing chong lai protein gai (protein S) cua virus (Liu 2006). Cac
dir liéu so bd cho thiy cdc ddp tng nay ciing xuit hién trén SARS-CoV-2
(Hoffmann 2020) nhung hiéu quéa trén SARS-CoV-2 thip hon. Mét s ngudi
cho riing huyét thanh tir ngudi khoi bénh c6 thé 13 mét Iwa chon cho viéc du
phong va didu tri COVID-19 nhanh chéng c¢6 sin khi c6 du lwgng ngudi hdi
phuc va hién ting huyét thanh chtra immunoglobulin (Casadevall 2020). Gin
day, mdt bai tdng quan vé cic bing ching hién tai vé lgi ich, c4c cAn nhic vé
quy dinh, c4c vin d& hu cin va van hanh (vi du thu tuyén ngudi hién ting)
va v@ c4c thir nghiém 14m sing d3 dwoc cong bd (Bloch 2020). Liéu phdp mién
dich thu déng ¢ vé an toan. Tuy nhién, mét hau qua khéng mong muédn cua
ngudi bénh nhan huyét twong hay globulin mién dich d6 14 ban than ngudi
bénh s& khéng tu tao dugc mién dich, khién ho cé nguy co bi nhiém lai. Cic
vAn dé khac ciing d3 d& cap trong thuc hanh l4m sang (Kupferschmidt 2020)
nhu ngudn cung cip huyét twong (cé thé 1a mot thir thach), sy nhét quan
(khéc biét vé ndng dd) va céc nguy co lién quan hiém gip (tén thuong phdi
lién quan dén truyén huyét twong, diéu xay ra khi cic khang thé dwoc truyén
gay tén thwong mach mau phdi, hodc qua tai tudn hoan lién quan dén truyén
huyét tuong).

Dir lidu 1dm sang: Tinh dén hién tai, chwa cé mot thir nghiém l4m sang c6
kiém soét nao dugc cong bd. VAn c6 mét s6 bdo céo hang loat ca nhoé 1é:

e Trong 5 bénh nhin COVID-19 nguy kich c6 ARDS, tinh trang lam sang
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dwoc cai thién sau khi dwoc ding huyét twong tir ngudi méi khéi bénh
(Shen 2020). Tai th&i didm diéu tri, tAt ca 5 bénh nhan déu dang duoc thy
méy, dugc sir dung thubc virus va methylprednisolone.

e Trong mét nghién cttu thi diém, huyét tuwong tir ngudi méi khoi bénh don
litu (200 mL) dwgc ding cho 10 bénh nhin (9 bénh nhin di ding
umifenovir, 6 bénh nhin dung methylprednisolone va 1 bénh nhin duwgc
dung remdesivir). Trén 7 bénh nhén cé nhidm virus trong mau, SARS-CoV-
2 RNA trong huyét thanh giam xubng dudi ngudng phét hién trong 2-6
ngay (Duan 2020). Trong khi d6, cc triéu chirng 14m sang va tiéu chi cin
l1a4m sang cai thién nhanh chéng trong vong 3 ngay.

e Trong s 25 bénh nhin COVID-19 ning hoic nguy kich tai Houston, viéc
diéu tri huyét twong tir ngudi méi khéi bénh 13 an toan. Tai thoi diém
ngdy thtr 14 sau khi truyén, 19 (76%) bénh nhan céi thién it nhit 1 diém
trén thang danh gi4 l4m sing va 11 bénh nhén dwoc xuit vién (Salazar
2020).

e Dirng d& qua mudn: Trong sb 6 bénh nhan suy hé hip dugc ding huyét
twong tir ngudi mGi khéi bénh trung vi 21 ngay sau khi phét hién virus,
tht ca ddu c6 xét nghiém RNA am tinh 3 ngdy sau khi dwgc truyén. Tuy
nhién cudi cuing 5 bénh nhén tir vong (Zeng 2020).

Ngay 26 théng Ba, FDA c4p phép viéc sit dung huyét twong tir ngwdi mdi khoéi

bénh d diéu tri bénh nhin COVID-19 trong tinh trang nguy kich (Tanne

2020). Da dén ltic cAn dén céc nghién cttu 6 kiém soét va c& mAu I6n.

Khang thé don dong

pén khi ndo céc liéu phap didu tri khéc vAn con that bai hay chi mang lai
nhirng hiéu qua khiém tén, khéng thé trung hoa don dong vin 13 tia hy vong
trong tuong lai gAn. Khong con nghi ngd vé viéc khéng thé véi kha ning
trung hoa cao va phd rong, phin nhiéu nhim thing vio viing gén két thu thé
(receptor binding domain - RBD), la cic tng cir vién séng gid cho viéc dy
phong va diéu tri. DAu vay, c4c liéu phap khang thé niy vAn phai trai qua céc
pha thir nghiém 14m sang - diéu sé& ton thoi gian. Tinh an toan va kha ning
dung nap s& 14 c4c vln d@ cin quan tAm. Qu4 trinh san xuit sé lwgng 16n ciing
c6 thé 1 mét van & quan trong. Hién tai chwra c6 khang thé ndo dugc thir
nghiém trén ngudi. Tuy nhién, mét s§ khang thé rit hira hen. Sau day 1 cic
bai bdo quan trong;:

e Bdo cdo diu tién vé khang thé don dong cta ngudi cé thé trung hoa
SARS-CoV-2 (Wang 2020). 47D11 gén két vio mot epitope bao ton trén gai
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gin két thu thé (spike RBD), diéu nay giai thich cho kha ning trung hoa
chéo SARS-CoV va SARS-CoV-2, sir dung mét co ché doc 1ap véi viéce e
ché gin két thu thé. Khang thé ndy c6 thé hiru ich cho viéc phét trién cac
xét nghiém phat hién khing nguyén va xét nghiém huyét thanh cho
SARS-CoV-2.

e Mbt nghién ctru xuét sic dd x4c dinh dwoc 14 khang thé trung hoa tiém
ning bing cch giai trinh tw RNA té-bio-B-don théng lwong cao (high-
throughput single B cell RNA-sequencing) tir miu huyét twong cia 60
bénh nhan (Cao 2020). Khéng thé tiém ning nhit - BD-368-2, c6 ndng d6
trc ché 50% (1C50) 12 15 ng/mL d8i véi SARS-CoV-2. Khang thé ndy cho
hiéu qua diéu tri va dy phong cao trén chubt, epitope triing khép véi
viing gin két cia ACE2. P dén liic thir nghiém budc tiép theo!

e Phan l4p vi md ta cc dic tinh ctia 206 khang thé don dong dic-hiéu-
trén-RBD, c6 ngudn gbc tir té bio B don 1é caa tém bénh nhin nhidm
SARS-CoV-2. Mot sé khang thé cho thiy hiéu lwc trung hoa chéng lai
SARS-CoV-2, lién quan dén kha niing canh tranh véi viing gin két thy thé
ctia ACE2 (Ju 2020).

o Bbn khéng thé don dong ngudn gbc tir ngudi da dwoc phan lap tir huyét
twong clia mot bénh nhan méi khéi bénh, ca bén khéng thé nay déu cé
kha niing trung hod. B38 va H4 ngin can s gén két giira viing gin két thu
thé trén protein gai (Spike protein) ctia virus v&i thu thé ACE2 ctia té bio.
Xét nghiém canh tranh (competitive assay) chi ra su khéc biét vé epitope
trén ving gin két thu thé. § mé hinh trén chudt, ca hai khéng thé déu
1am giam ndng db virus trong phdi bi nhiém bénh. Ciu tric phtc tap cta
RBD-B38 cho thiy hu hét c4c phan clia epitope triing vdi bé mit gin két
ctia RBD-ACEZ, giai thich cho kha niing ngin chin va trung hoa khéng thé
(Wu 2020).

Quan diém cta tac gia
Hy vong ring cac hé théng y té dia phuong c6 thé chiu duwng dugc trudc sw
bung phat ctia dich bénh hién tai va it nhit mot sé chon lwa dwoc dua ra
trong tdng quan nay s& cho dwoc két qua tich cuc trong thi gian téi. Mot
diéu quan trong 12 trong tinh huéng khé khin niy, mic dit ¢6 nhiéu 4p lu’c
ndng né, nhu’ng nguyen tic co ban ctia bio ché va nghién ctru thudc bao gdm
ca viéc chuyén ddi muc dich str dung thudc, khéng bi tir bo.

C6 bdn lra chon khac nhau, cu thé 13 Lopinavir/r, dugc ding doc 1ap va két

hgp véi interferon, remdesivir va (hydroxy) chloroquine s& dwgc thir nghiém

trong nghién cttu SOLIDARITY dwoc dua ra vio ngly 18 thing 3 b&i WHO. Két
qua cua thir nghiém lam sang trén quy mé 1&n nay sé tao ra dir liéu dang tin
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ciy ma chiing ta cin, dé chi ra phwong phép diéu tri nio hiéu qua nhAt
(Sayburn 2020).
Vi vy, trong thdi ky dich bénh phirc tap hién nay, ddu méi 1a lua chon tét
nhit dé diéu tri cho bénh nh4n? Hién tai chiing ta khéng c6 bing chirng tir
c4c thir nghiém 1am sang c6 kidm soat dé d& xuit mot phuong phép diéu tri
dic hiéu c6 hiéu qua dbi véi bénh nhan mic SARS-CoV-2. Cic hwéng din diéu
tri khong qué hitu ich, nhét 13 khi ching két luan cic bing chirng 1a chwa du
va “tit ca bénh nh4n nén dwoc diéu tri trong khudn khé mot thir nghiém 1am
sang ngiu nhién c¢6 kiém so4t”. Thém vio d6, vao ngay dwgc cong bb, cac
huwéng din didu tri ndy c6 thé di lac hau. Tuy nhién, sau khi xem xét tit ca
c4c nghién ctru tinh dén ngly 31 thdng Nim, ching t6i khuyén cdo nén xem
xét mot s6 lwa chon diéu tri sau, tuy thudc va d6 ning cta bénh:
Bénh nhian COVID-19 phai nhip vién, bénh nhin COVID-19 nidng:
e  Tai phong kham, sir dung remdesivir néu sin c6 va cang sém cang tbt.
e  Trén bénh nhin COVID-19 ndng, xem xét st dung Tocilizumab, Anakinra
va corticosteroids (ngin han).
Bénh nhan COVID-19 nhe dén trung binh, ngoai tri:
e Truyén remdesivir hang ngdy 13 khéng thuc té (va s& khong dwoc cip
phép)
e Khdng nén diing HCQ va CQ (qué nhiéu tic dung phu)
e Lopinavir vin 12 mdt lwa chon (cé thé khong cé ichhei-vé-ich), nhung
cin xem xét cac twong tac thudc va tic dung phu trén dudng tiéu ho4.
e Famotidin: tai sao khéng? Céc téc hai tiém 4n c6 vé kha gi6i han.
e Interferon c6 thé hiru ich, néu dwoc ding sém (vn chua rg lidu diing téi
wu).
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9. COVID nang
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10. Bénh kem

C6 hang trim bai bdo da dugc céng bd trong nhitng tudn qua, cho thiy nhirng
nd luc dy y nghia dé xé4c dinh liéu nhitng bénh nhan c6 bénh kém d& bi
nhiém SARS-CoV-2 hon hay c6 nguy co mic bénh ning hon hay khéng. Con
bao cong b cac 4n phdm khoa hoc d3 din dén nhiéu diéu khong chic chin
trén toan thé giéi. Vi nhiéu ly do, nhiéu nghién ciru phai dugc giai thich hét
sttc than trong.

DAu tién, trong nhiéu bai bdo, s§ lwgng bénh nhan cé bénh kém cu thé rat
thip. C& mAu nhé d4 1am gidm su so sanh chinh xé4c ctia nguy co COVID-19
giira nhirng bénh nhin nay va cic bénh nhan khic néi chung. Ho ciing c6 thé
danh gia qua cao ty 18 tir vong, dic biét néu cic quan sat dugc thuc hién tai
bénh vién (sai s6 bdo céo). Hon nira, c4c biéu hién 1am sang va su lién quan
v&i mot bénh c6 thé khéng ddng nhét. Vi du ting huyét 4p dwgc hay khéng
dwoc diéu tri? Giai doan nio clia COPD, chi nhe hay rat ning v6i ndng d6 oxy
trong mau thip? “Bénh ung thu” ¢6 thé dwoc chira khéi, khéng dwoc diéu tri
hay dugc didu tri tich cuc? Ching ta cé dang néi vé u tinh bdo tinh hoan
dwoc chira khéi bing phiu thuat cit bo tinh hoan nhidu nim trudc hoic
chim séc giam nhe cho ung thu tuyén tuy? Ngudi da tirng hat thube 1a gi:
mét sb nguwdi quyét dinh bo thudc cich ddy 20 nim sau vai thing sir dung
trong thdi nién thiéu hojic mét sb nguwdi hit 40 géi/ ngly trong 1 nim da
dirng lai trwéc khi ghép phdi? Liéu “HIV” c6 nghia 13 mét bénh nhiém tring
dwoc quan 1y tét trong khi didu tri bing thudc khang virdt thanh céng 1au dai
hodc mot trudng hop AIDS khong dugce diéu tri? That dang tiéc, nhidu nha
nghién cttu cé xu huéng két hop céc trudng hop niy dé c6 duge c& miu 16n
hon nhim céng bé bai béo ctia ho.

Tht hai, c6 nhiéu yéu té giy nhiu cin dwoc xem xét. Trong mot sé nghién
ctu loat bénh, chi cic bénh nhin c6 triéu chirng dwge mé ta, & nghién ciru
khéc lai chi c6 nhitng nguwdi nhap vién (va nhitng ngudi cé nguy co mic bénh
ning cao hon). § mét sb quéc gia, moi bénh nhan bi nhidm SARS-CoV-2 s&
phai nhép vién, thi & nhitng nudc khac chi ¢ nhirng ngudi cé yéu tb nguy co
hodc mic COVID-19 ning méi dwgc nhap vién. Chinh sich xét nghiém thay
ddi khac nhau giira cic qudc gia. Nhém chirng (cé hodic khong cé bénh kém)
khéng phai lic ndo ciing dugc xac dinh ré. Miu c6 thé khong dai dién, hoic
céc yéu té nguy co khong dwoc tinh chinh x4c. D6i khi, khéng cé théng tin
dﬁy du vé phén b tudi, chung tdc, bénh kém, hat thudc, st dung thubc va
giGi tinh (c6 mét s6 bing chirng cho thiy, & bénh nhan ni, tinh trang hén
nhén khéng cé hoic it anh hudng dén qué trinh cta bénh so véi nam gidi
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(Meng 2020). TAt ca nhitng vin d& niy du cé nhirng han ché quan trong va
chi c6 mot vai nghién ciru giai dwgc ching.

Tht ba, cdc béo cdo vé bénh kém d3 din dén tinh trang qu4 tai thong tin. TAt
nhién, hdu nhu mdi nganh y té va mdi chuyén gia ddu phai déi phé véi dai
dich hién nay. VA moi ngudi déu phai canh gidc nhirng ngiy nay, k& ca bac st
tAm than ciing nhu bac si phiu thuat thAm my. Hang trim hudng din hoic
khuyén cédo di dwgc xuit ban trong nhirng tudn gin day, hiy cb ging can
bing mét cich thin trong ndi s¢ COVID-19 nhim ngin chin hiu qua tham
khdc ctia viéc khdng diéu tri hiéu qué va kip thdi cic bénh nén khéc - ngay ca
khi bi thiéu thong tin. VAo ngdy 15 thing 5, tim kiém trén PubMed di dwa ra
530 hwéng din hodic ban xem xét vé cic bénh 1y cu thé trong bbi canh COVID-
19, trong s6 d6 ¢6 cac bénh u than kinh dém d6 IV (Bernhardt 2020, diém mAu
chét: khong tri hodn didu tri), nhung ciing c6 chiing khé nudt va phuc hoi
giong néi (Mattei 2020: khéng dugc tri hodn), u mau & tré so sinh (Frieden
2020: 4p dung diu tri tir xa), di ¢tng mit (Leonardi 2020: con nhiéu tranh cii),
ndi soi phan gidi cao (Mistrangelo 2020: con nhiéu tranh cii), kiém sodt dau
nira dau (Szperka 2020: 4p dung diéu tri tir xa) and phuc hinh vii (Salgarello
2020: hodn lai “bat ct khi nio c6 thé”) va c4c bénh khéc.

Nhirng khuyén cdo niy thudng khéng hiru ich. Ching chi 4p dung dwoc trong
mét vai tuln, trong céc vién canh khing hoang sitc khoée cip tinh nhw di
thy trong cic hé thdng chim séc sirc khoe qué tai & Vii Han, Bergamo, Ma-
drid hoidic New York. § cdc thanh phé khéc hodc thim chi vai tudn sau d6, cc
phwong phap dwoc d& xuit da 18i thoi. Va khong ai cAn mét khuyén cdo dai 60
trang chi d& két luan ring “viéc d4nh gi4 va dwa ra quyét dinh 1am sing nén
dugc thue hién trén co s§ tirng trudng hop. Mot sé bai béo khong cin thiét
d3 dugc xuit ban trong nhitng théng vira qua, tuy nhién ciing ¢ mét s bo
céo c6 dit lidu rat hiru ich hd trg quan 1y bénh nhin cé bénh kém. Sau day,
ching t8i s& tém gon nhirng diéu nay.

Tang huyét ap va bénh ly tim mach

Tir khi b3t d4u dai dich, ting huyét 4p va/hodc bénh tim mach (CVD) d3 dwoc
xac dinh 13 yéu t6 nguy co tiém 4n di v&i bénh niing va tir vong (it nhat hai
nghién ctru da thyc hién phian tich da bién (Bang 1)). Tuy nhién, tt ca cac
nghién cttu déu 13 hdi ciru, chi bao gdm cdc bénh nh4n nhip vién va khéng
phan biét giira ting huyét 4p khong dugc kiém so4t va dwoc kiém soat hoic
st dung c4c dinh nghia kh4c nhau cho CVD. Céc phan tich da bién c6 hiéu
chinh cho céc yéu t6 nhidu chi dwgc thye hién trong mét vai nghién cttu. Hon
nia, cac két qua va nhém bénh nhan khac nhau ciing da dwgc phan tich.
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Theo mot s6 chuyén gia, dir liéu hién tai khéng nhat thiét phai chi ra ring c6
mbi quan hé nhan qua giira ting huyét 4p va mirc d6 ning ctia COVID-19.
Ngudi ta ciing chwra rd liéu huyét 4p khong dugc kiém soét ¢ phai 1a mét yéu
t6 nguy co mic phai COVID-19 hay khéng, hoic viéc kiém soat huyét 4p &
bénh nhan ting huyét 4p c6 phai 13 mét yéu t6 nguy co hay khong (Schiffrin
2020). Pidu twong ty ciing 4p dung cho CVD, véi sy khéc biét 13 céc con s &
day tham chi con thip hon.

Tuy nhién, theo quan diém co hoc, cé vé hop 1y khi bénh nhan mic bénh tim
mach v ¢6 cac tén thuwong mach méu trudc d6 nhu xo cirng déng mach cé
thé ¢ nguy co mic COVID niing cao hon. Trong nhirng tuin gin diy, ngly
cang rd ring SARS-CoV-2 c6 thé tin cong truc tiép hodc gidn tiép vao tim,
than va mach mau.

Bang 1. Ting huyét 4p trong cac nghién ctru doan hé 16n hon, ty 18 va két qua

Nghién Dia diém Ting huyét 4p hién tai Da bién, ti s6 rai ro va
clru ty sudt chénh (95%
CI) cho diém cudi
Wang 344 bénh nhan tai  Séng sét véi tir vong: Chuwa hoan thanh
2020 ICU, Tongji, China 34% v&i 52%
Grasselli 521 bénh nhan tai XuAt vién tir ICU so véi  Chwa hoan thinh
2020 ICU, 72 bénh vién ¢  tir vong tai ICU: 40 so
Y véi 63%
Guan 1.099 bénh nhin Bénh khéngningsovéi Chwa hoan thanh
2020 nhip vién, 522 ning: 13 vGi24%
bénh vién tai Trung
Quoc
Zhou 191 bénh nhin Séng sét véi tir vong: 23 Chua hoan thanh
2020 nhip vién tir vGi48%
Jinyintan va Vi
Hén
Shi2020 487 bénh nhin Bénh khéng ning lic OR 2.7 (1.3-5.6) cho
nhip vién & tinh nhip vién so véi nang: bénh ning lic nhip
Muffing 17 so vdi 53% vién
Guan 1590 bénh nhin Bénh khéng ning véi HR 1.6 (1.1-2.3) cho
2020 nhip vién, 575 nidng: 13 so0védi33% bénh nhan n3ng (ICU,
bénh vién tai Trung IMV, tir vong)
Quoc
Goyal 393 bénh nhin Khéng c6 IMV so v6i Chuwa hoan thanh
2020 nhdp vién, 2 bénh IMV trong thdi gian luu
vién & New York tru: 48 so vdi 54%

IMV: thé méy x4m 14n, ICU: don vi hdi strc tich cuc

COVID Reference VNM 004


https://doi.org/10.1093/ajh/hpaa057
https://doi.org/10.1093/ajh/hpaa057
https://doi.org/10.1164/rccm.202003-0736LE
https://doi.org/10.1164/rccm.202003-0736LE
https://doi.org/10.1001/jama.2020.5394
https://doi.org/10.1001/jama.2020.5394
https://doi.org/10.1056/NEJMoa2002032
https://doi.org/10.1056/NEJMoa2002032
https://doi.org/10.1016/S0140-6736(20)30566-3
https://doi.org/10.1016/S0140-6736(20)30566-3
https://doi.org/10.1186/s13054-020-2833-7
https://doi.org/10.1183/13993003.00547-2020
https://doi.org/10.1183/13993003.00547-2020
https://doi.org/10.1056/NEJMc2010419
https://doi.org/10.1056/NEJMc2010419

214 | CovidReference.com/vn

Céc biéu hién tim mach khéc nhau ctia COVID-19 hién tai thudng xay ra &
nhiéu bénh nhén (xem chuong Biéu hién 1am sang). Nhiém tring c6 thé din
dén tén thuong co tim, co thit mach mau va tang ndng do cac cytokme gly
viém. Nhu’ng tac dung phu tru’c tiép va gi4n tiép cia virus c6 thé dic b1et
nguy hiém & nhitng ngudi c6 tién sir mic bénh tim. Trong nhirng thang tiép
theo, chiing ta s& tim hiéu nhiéu hon v vai trd va déng gdp ctia bénh xd clrng
d6ng mach trong sinh bénh hoc ctia COVID-19.

Piéu tri ting huyét 4p trong dai dich

Hau nhu khéng c6 chii 8 nio trong nhitng théng vira qua khién cc bac siva
bénh nhan cta ho ban rén nhu cau héi liéu thudc ha huyét 4p (thudc trc ché
men chuyen (ACEI) hay thubc tc ché thu thé angiotensin (ARB)) cé giy cho
hai bénh nhan mic COVID-19 hay khéng. Cic quan sat khong déi chirng vé
viéc gia ting nguy co tir vong & nhirng bénh nhan bi ting huyét 4p, CVD (xem
& trén) va bénh déi thdo dwdng lam diy 1én mdi lo ngai. Nhirng bénh canh
ndy ciing véi co ché sinh 1y bénh hé théng renin-angiotensin-aldosterone c6
thé 13 c6 ¥ nghia 14m sang su sic. Dic biét, rdi loan didu hoa hoat déng ctia
enzyme chuyén angiotensin 2 (ACE2) (ting) trong bénh tim mach
(Vaduganathan 2020). Vi sw xdm nhép té bao ca SARS-CoV-2 phu thudc vao
ACE2 (Hoffmann 2020), nén gia ting ndng d6 ACE2 c6 thé 1am ting déc luc ctia
vi-riit cé trong phdi va tim.

ACEIs hodc ARB c6 thé 1am thay dbi ACE2 va sy thay dbi biéu hién ciia ACE2
mdt phin cé thé do doc lie ciia bénh. Tuy nhién, nghién ctru quan trong dau
tién kiém tra méi lién quan giita ndng d6 ACE2 trong huyét twong va viéc sir
dung ACEI/ARB khéng ting ho gia thuyét nay: trong hai doan hé 16n tir thi
ky tién COVID-19, ndng d6 ACE2 trong huyét twong cao hon rd rét & nam gidi
so v&i phu nit, nhung khéng st dung ACEI/ARB (Sama 2020). Mot ddnh gid
gin diy vé 12 nghién cttu trén dong vat va 12 nghién ciru trén ngudi hoan
toan cho thiy viéc sit dung ca hai nhém thuéc khéng 1am ting biéu hién ctia
ACE2 (Sriram 2020).

Tuy nhién, mét sb lo ngai vé tic dung phu vin con va mot sé kénh truyén
thong va tham chi cac bai bao khoa hoc d4 kéu goi ngirng st dung cac loai
thubc nay. Diéu ndy rit ddng chd y vi dit liéu 14m sang lai cho thiy huwéng
ngwoc lai. Mot sb nghién ciru hdi ctru nhé tir Trung Quéc cho thay khéng c6
téc dung tidu cwc (Meng 2020, Yang 2020). Trong nghién ciru 16n nhit, 188
bénh nhén cé st dung ACEI/ARB d3 dugc so sdnh vGi 940 bénh nhin khong
str dung céc thudc ndy. Pang chii y, ty 1é tir vong chua didu chinh thip hon
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trong nhém ACEI/ARB (3,7% so v6i 9,8%) va nguy co thip hon ciing dwgc thdy
trong md hinh Cox da bién (zhang 2020).

Dén dAu thang 5, hai nghién ctru 16n d3 dwoc cong bd trén NEJM (mot trong
s6 chiing sau d6 da dugc rit lai). Mic dit ca hai nghién ciru déu 13 quan st (c6
nguy co gay nhiéu), nhung két qua ctia ho 13 nht quan - khéng cho thiy bat
ky bang chirng gy hai nao (Jarcho 2020). Mt nghién ctru da phan tich 2.573
bénh nh4n COVID-19 bj ting huyét 4p tir thanh phd New York, trong d6 c6
25% mic bénh ning (Reynolds 2020). Sau khi xem xét c4c nhém thudc ha
huyét ap khac nhau - thudc tc ché men chuyén, ARBs, thubc chen beta, thudc
chen kénh canxi va thubc lgi tiéu thiazide, cic tic gia di loai trir bt ky su
khac biét dang ké nio vé kha ning mic COVID-19 ning, v6i it nhét sw chic
chdn 97,5% cho tit ca c4c loai thudc.

Nghién ciru thit hai xem xét méi quan hé déc lap c6 thé c6 giira ACEI/ARB va
tinh min cam v&i COVID-19 (Mancia 2020). Céc tic gia da két hop 6.272
trudng hop tai Y (dwong tinh v6i SARS-CoV-2) v&i 30.759 ngudi cé quyén lgi
tir Dich vu Y té Khu vuc (nhém ching) theo gi6i tinh, tudi tic va noi cu tri.
Khéng c¢6 bing chirng cho thiy c4c thudc trc ché men chuyén hodic ARB lam
thay ddi tinh mAn cam véi COVID-19. Két quéa 4p dung cho ca hai gidi ciing
nhu ngudi tré va ngudi gia.

Tém lai, khong nén ngung thudc e ché men chuyén va/hoic ARB (Bavishi
2020, Sriram 2020, Vaduganathan 2020). it nhét 4 thi nghiém nggu nhién d3
ding ky c6 ké hoach danh gid ACEI va ARB dé didu tri COVID-19 (Mackey
2020). Theo mét tdng quan ngin gon, didu tri bd tro va tiép tuc didu tri bing
statin tir trwdc c6 thé cai thién qua trinh l4m sang ctia bénh nhan COVID-19,
bing viéc diéu hoa mién dich hoic ngin ngira ton thuong tim mach
(Castiglion 2020).

Piéu tri bénh tim mach trong dai dich

Tbn thwong co tim, duge chirng minh bing cac chi diém sinh hoc tim ting, d3
dwoc ghi nhan trong sé cic trudng hop dAu tién va ¢ nhdi mau co tim
(STEMI hozic NIUSI) va c6 thé 13 biéu hién 1am sang dAu tién ctia COVID-19 (bai
tdng quan: Bonow 2020, Valente 2020). Pang luu ¥, nguyén nhin giy ra tén
thwong thudng khéong thé dugc x4c dinh bing chup déng mach vanh. Trong
mot nghién ctru trén 28 bénh nhin mic STEMI, ty 1& niy chiém 39% (Stefanini
2020). Theo c4c tc gid, qué trinh chin dodn x4c dinh nén dwgc md ta cho
bénh nhan COVID-19 bi STEMI, nhim muc dich giam thiéu nguy co lién quan
dén qua trinh va nguy co lay nhiém ctia nhan vién y té. Hién d4 c6 céc bdo céo
sd bd vé su sut giam déng k& 32% sé lwgng céc can thiép mach vanh qua da
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d6i véi cac hoi chiing mach vanh cAp tinh (Piccolo 2020). C4c tc gia khac da
dé xuit ring, & nhirng ndi c6 ngudn luc han ché dé bao vé luc lugng lao dong,
c4c liéu phép tiéu soi huyét cé thé dwoc wa thich hon cic can thiép mach
vanh qua da (Daniels 2020).

Pang chii §, mét sé nghién ctru da tim thiy sw sut giam dang ké déi véi STEMI
trong thdi ky dinh dich. & Phap, mirc giam manh 25% d3 duwgc thiy & ca biéu
hién STEMI cép tinh (<24 gi®) va mudn (> 24 gi¥) (Rangé 2020). C4c quan sat
tuong tu da dugc thuc hién & Y (De Filippo 2020) va tai Anh (Solomon 2020).
Nguyén nhan cia hién twong niy c6 thé 13 ndi s¢ ciia bénh nhan khi dén bénh
vién hoic s¢ 1am phién nhitng nhéan vién y té ban rén, dic biét trong trudng
hop xuét hién 14m sing STEMI nhe. Céc gia thuyét khéc 13 do giam 6 nhiém
khéng khi, tuan thi diéu tri t5t hon, hoat déng thé chit han ché hodc khéng
¢6 cing thing nghé nghiép khi bi phong téa. Tuy nhién, c6 mét s6 bing
chitng cho thiy ty 1& thip hon khéng phan 4nh sy suy giam thuc sy ma chi 1
mét thiét hai tai san thé chip nira cia dai dich. Vi du, c4c nha nghién ciru ¥
d3 tim thdy sy gia ting 58% cdc vu ngirng tim ngoai vién vio théng 3 nim
2020 so v&i cing ky trong ndm 2019 (Baldi 2020).
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bdi thido duong

Dai thdo dudng 1a mét tinh trang viém mian tinh dwgc dic trung boi mot sb
bat thwdng vi mach va vi mach. Ciing nhw ting huyét 4p va CVD, nhiéu
nghién ctru dugec trich din & trén ciing tiét 16 ring bénh nhén dai théo dudng
dwogc md ta qua mirc trong sb cic bénh nhan mic COVID-19 ning nhit vi
nhitng ngudi tir vong. Dit liéu hién tai cho thiy d4i thdo dwdng & bénh nhan
mic COVID-19 c6 lién quan dén sy gia ting ty 1é tir vong ciing nhu mirc do
ning ciia COVID-19 gip 2 lan so v6i ngudi khong mic bénh d4i thdo dudng.
Trong mét phan tich téng hgp clia 33 nghién ctru va 16.003 bénh nhin
(Kumar 2020), dai thdo dudng c6 lién quan déng ké dén ty 1é tir vong clia
COVID-19 véi ty sudt chénh 13 1,90 (95% CI: 1,37-2,64). D4i thdo dwdng ciing
lién quan dén bénh COVID-19 niing véi ty suét chénh téng hop 12 2,75 (95% CI:
2,09-3,62). Ty 18 hién mic d4i thdo dudng tdng hop & bénh nhan COVID-19 13
9,8% (95% CI: 8,7%-10,9%). Tuy nhién, vin con qua sém dé két luan déi thdo
dwdng c6 vai trd 12 yéu t8 doc 1ap chiu trach nhiém cho mic d6 ning va tir
vong clia COVID hay né chi 1a mét yéu t8 gay nhiéu.

Nghién citu hdi citu 16n nhit tir truéc dén nay vé tic déng ciia déi thdo
dwdng typ 2 (T2D) da phén tich chi tiét 7.337 ngudi mic COVID-19 tai tinh H)
Bic, Trung Quéc, trong dé c6 952 ngwdi di mic T2D tir trwdc (Zhu 2020). Cac
téc gia nhan thiy ring cic dbi twgng mic T2D can can thiép y té nhiéu hon va
c6 ty 18 tir vong cao hon déng k& (7,8% so v6i 2,7%; ty 1é nguy co didu chinh,
1,49) va tén thurong nhiéu co quan hon so véi ngudi khong mic bénh déi théo
dwdng. Pang chil ¥, kidm so4t dudng méu tét c6 lién quan dén ty 18 tir vong
thap hon rd rét (ty 18 tir vong tai bénh vién 1,1% so véi 11,0%) so v&i nhitng
ngudi khong kiém soat tét dwdng méu.
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Mbt d4nh gia gin ddy da dwa ra mét sb goi ¥ vé céc co ché sinh 1y bénh c6 thé
c6 vé méi lién hé giira dai thdo dwdng va COVID-19, ciing nhu kiém so4t
duwdng mau (Hussain 2020). Theo d&i chit ché glucose va xem xét cAn than cac
tac dung phu cta thudc c6 thé 1am giam triéu ching va cac két qua bat lgi.
Mbt sb chién lugce didu tri COVID-19 nhu steroid va lopinavir/r mang lai nguy
co ting dwdng mau. Mt khac, hydroxychloroquine cé thé cai thién viéc kiém
so4t dudng mau & bénh nhan tiéu dwdng trong giai doan mit b, khong diéu
tri dwgc nira (Gerstein 2002, Rekedal 2010). Tuy nhién, vin chwa ré cic phac
dd diéu tri COVID-19 ndo 13 hiéu qua nhit va lidu cé su khéc biét ndo trong
viéc didu tri cho bénh nhén d4i thio dudng so v&i bénh nhan khong mic dai
thdo dudng. Ngudi ta ciing khong ré liéu céc loai thubc didu tri d4i théo
dwdng cu thé nhu thuc e ché DPP4 ¢6 1am ting hodc giam mirc d6 ning hay
nhay cam déi v6i SARS-CoV-2.
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COPD va hut thudc 14

Bénh Phdi T4c Nghén Man Tinh (COPD) 12 mét rdi loan chirc ning phd bién va
c6 thé phong ngira dugc & phdi lién quan dén gi6i han ludng khi. Pay 1a mét
bénh phtc tap lién quan dén sy bit thudng ctia dwdng thé va/hodc phé nang,
nguyén nhén cha yéu 13 do tiép xdc véi cc khi va hat doc hai trong mot thoi
gian dai. Mot phén tich téng hop gdm 15 nghién citu, bao gdm 2.473 ca
COVID-19 cho thiy bénh nhin COPD cé nguy co mic bénh ning hon (RR=
1,88) va ty lé tir vong cao hon 60% (Algahtani 2020). That khong may, nhitng
con sb nay la rat nhé va chi cé 58 ngudi (2,3%) bi COPD.

Mét phan tich téng hop 5 nghién ctru dAu tién bao gdm 1.399 bénh nhan chi
quan sat xu hwéng nhung khéng cé méi lién quan dang ké ndo giira hat thube
14 ch d6ng va mitrc d6 nang ctia COVID-19 (Lippi 2020). Tuy nhién, cic tic gia
khac d3 nhin manh ring, dir liéu hién tai khéng cho phép dwa ra két ludn
chic chin vé& méi lién quan giita mic d6 ning cia COVID-19 vdi tinh trang
hat thudc 14 (Berlin 2020). Trong mét danh gi4 gin diy hon, nhitng ngudi
dang hiit thudc cé nguy co bi bién chirng niing gip 1,45 lan so véi ngudi da
tirng hit va chua hit bao gid. Nhitng ngudi dang hat thudc ciing c6 ty 16 tir
vong cao hon (Alqahtani 2020).

i tirng hut thudc 14 1am gia ting déng ké bidu hién cua ACE2 & phdi lén dén
25% (Cai 2020). Anh huéng dang ké cta hit thubc 14 18n bidu hién ctia ACE2 &
phdi c6 thé goi y su gia ting nguy co két hop véi virus va sy x4m nhap cia
SARS-CoV-2 vio phdi & nhirng ngudi hit thudc. Khéi thudc 14 kich hoat sy gia
ting céc té bao duong tinh véi ACE2 bing cach thic diy sw m& rong té bao
tiét (Smith 2020). Sy du thira qua mtc cia ACE2 & phdi ciia nhitng ngudi hit
thudc 14 c6 thé giai thich phin nio tén thwong ning hon & nhirng ngudi nay.
Tuy nhién, didu d6 that khong d& dang gi - ca viéc bé hut thudc va tim méi
twong quan l4m sing vdi cic thir nghiém trén té bio. Trong mang lwéi trung
tAm gidm s4t chdm séc ban dAu, cdc mod hinh hdi quy logistic da bién dwoc sir
dung & x4c dinh cdc yéu té nguy co dbi v6i nhitng ngudi cé xét nghiém
SARS-CoV-2 dwong tinh (Lusignan 2020). Pang chu ¥, hit thudc 14 chu dong
c6 lién quan dén giam ty 18 (ving, giam: OR hiéu chinh 0,49, 95% CI 0,34-0,71).
Theo céc tac gia, nhitng phat hién cia ho khéng nén dwoc sir dung dé két
luan hat thudc 14 c6 thé ngin chin nhiém SARS-CoV-2, hodic khuyén khich
tiép tuc hut thudc. Mét sb giai thich dwoc dwa ra, ching han nhu sai s6 luwa
chon (nhitng ngudi hit thudc c6 kha ning bi ho nhiéu hon, xét nghiém
thudng xuyén hon ¢ thé 1am ting ty 18 ngudi hit thubc c6 két qua 4m tinh).
Hat thubc 14 chu dong ciing 6 thé anh huéng dén d6 nhay ciia xét nghiém
RT-PCR.
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Nhiém HIV

Nhiém HIV 13 mdi quan tdm hang dAu trong cudc khing hoang hién nay. Thir
nhit, nhidu bénh nhan str dung c4c liéu phép khéng vi-rat dwoc cho 1a ¢ tac
dung chdng lai SARS-CoV-2. Thi¥ hai, HIV déng vai trd 13 mét mé hinh suy
giam mién dich té bdo. Thit ba, va 12 didm quan trong nhét, thiét hai thé chép
do COVID-19 géy ra trong quin thé HIV c6 thé cao hon nhiéu so véi COVID-19.
Khong thé giai thich vi thong tin v& quin thé HIV vin con khan hiém. Tuy
nhién, dir liéu so bd cho thiy khéng cé su gia ting ty 1é mic COVID-19. Trong
5.700 bénh nhan dén tir New York, chi c6 43 (0,8%) ngudi duwong tinh véi HIV
(Richardson 2020). Nhitng phdat hién twong tw da dwgc bdo cdo & Chicago
(Ridgeway 2020). G Barcelona, dia phuong c6 chinh sich xét nghiém huyét
thanh hoc HIV cho tit ca bénh nhin COVID-19 nhip vién, 32/2102 (1,5%)
ngudi bi nhiém HIV, trong s6 d6 chi c6 mét chin dodn HIV méi mic (Miro
2020). V6i thuc té 13 bénh nhén HIV+ ¢ thé ¢ nguy co cao mic céc bénh
truyén nhidm khac nhw STDs, nhitng ty 1& niy thip dén mtc mét sé chuyén
gia d4 suy dodn vé céc yéu t “bao vé” tiém ning (vi du, liéu phép chéng vi-
riit hoic kich hoat mién dich). Hon nita, khiém khuyét kha ning mién dich té
bao c6 thé 13 sw bao vé nghich Iy cho rdi loan diéu hoa cytokine ning, ngin
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chiin bio cytokine dwgc quan st thiy trong céc trudng hgp mic COVID-19
ning.

Hién vAn con thiéu c4c nghién ctru dwoc thiét ké tét va c6 d6 manh phit hop
dé dua ra két luan vé tac dong ctia COVID-19. Tuy nhién, phan tich hdi ciru
ctia chinh chiing t6i vé 33 trudng hop nhiém SARS-CoV-2 trong khoang thdi
gian tir ngy 11 dén 17 thdng 4 v6i sw tham gia clia 12 trung tAm HIV & Dirc
cho thiy khéng c6 bénh tat hodc tir vong qué cao (Haerter 2020). Ghi nhén céc
ca lam sang nhe & 25 trudng hgp (76%), ndng & 2/33 trudng hop (6%) va nguy
kich & 6/33 trudng hgp (18%). G 1an theo dai cudi cling, 29/32 (90%) bénh
nhan c6 két qua dwgc ghi lai da hdi phuc. Ba trong s6 32 bénh nhén da chét.
Mbt bénh nhan di 82 tudi, mét bénh nhan c6 sb lwong té bao T CD4 13 69/l
va mot bénh nhan méc mot sb bénh kém. Mot quan sat twong tw di dwoc
thuc hién tai Milan, Y, noi 45/47 bénh nhin nhiém HIV vi COVID-19 (chi c6
28 trudng hop nhiém SARS-CoV-2 dwoc xdc nhan) da hdi phuc (Gervasoni
2020). Trong mdt nghién cru khac ciia mdt trung tim tir Madrid trén 51 bénh
nhan HIV mic COVID-19 (35 tridng hop dugc xac nhan), 6 bénh nhan bi bénh
ning va 2 ngudi da chét (Vizcarra 2020).

Trong cic nghién ciru nay, nhu trong nghién ciru doan hé cia chiang t6i, suy
giam mién dich ning 13 rit hiém. 6 lwgng CD4 trung vi cudi cling 13 670/ul
(trong khoang tir 69 dén 1715) va trong 30/32 trudng hgp trong doan hé ctia
chiing t6i, RNA HIV méi nhét 13 dwéi 50 ban sao/mL (Hirter 2020). VAn con
phai xem liéu bénh nh4n HIV+ c§ vi-rit trong mau khéng dugc kiém soat
va/hodc té bio CD4 thép cé nguy co mic bénh ning hay khéng. Ngudi ta ciing
chwa ré liéu mién dich sau khi mic bénh c6 b suy yéu hay khéng. Tuy nhién,
6 nhirng béo c4o ca bénh vé phan ing khang thé chim & c4c bénh nhén HIV+
(Zhao 2020).

Mot vén @ khéc 1am cho bénh nhin HIV duong tinh tré thanh nhém bénh
cin chd § 13 téc dong tiém ting cua céc liéu phép khang vi-rit chdéng lai
SARS-CoV-2. D8i vdi lopinavir/r, c6 mot sé bdo cdo vé téc dung c6 lgi & bénh
nhan SARS, MERS va COVID-19, nhung cdc bing chirng vin con nghéo nan,
Mbt s6 nghién ciru vé lopinavir vin dang dugc tién hanh (xem chwong Diéu
tri). Theo tuyén b6 ctia DHHS va EACS Hoa Ky, khong nén thay dbi ché d6 diéu
tri ARV bao gdm ca PI dé ngin ngira hodc didu tri COVID-19 (EACS 2020, US
2020). Trong nghién citu cda chiing téi, 4/33 (12%) bénh nhin d3 diung da-
runavir khi ho phét trién cdc triéu chirng COVID-19. Tai Milan, ty 16 bénh
nhan méc PI 12 11% (Gervasoni 2020). Ca hai nghién clu d8u chi ra r?mg PI
khong bao vé co thé khoi SARS-CoV-2. Bén canh PI, chiing t6i khéng tim thiy
bit ky bing chitng rd rang ndo vé tic dung bao vé cua tenofovir. Tenofovir
alafenamide c6 mét s6 diém twong dong héa hoc v6i remdesivir va da dugc
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ching minh 13 lién két v6i RNA polymerase (RdRp) clia SARS-CoV-2 vdi cac
ning lwong lién két twong duong véi nucleotides ty nhién, twong ty nhu
remdesivir. Do d6, tenofovir gin diy di dwgc dé xudt nhw 13 mét phuwong
phap diéu tri tiém ning cho COVID-19 (Elfiky 2020). In TAy Ban Nha, mét
nghién ctru gia dwgc ngiu nhién 16n pha 111 (EPICOS, NCT04334928) so sanh
viéc st dung tenofovir disoproxil fumarate/emtricitabine, hydroxychloro-
quine hoic két hop ca hai loai thudc véi gia dugc trong du phong COVID-19
cho nhén vién y té. Quan sat cta chiing t6i cho thiy da s6 (22/33) bénh nhan
HIV+ mic COVID-19 dwoc didu tri vdi tenofovir, bao gdm ca bénh nhan ning
va nguy kich, d3 chi ra khéng c6 tic déng l4m sang téi thiéu ndo chéng lai
SARS-CoV-2 (Hérter 2020). Trong cic nghién ciru tir Milan va Madrid, khéng
c6 bing chirng cho thiy bit ky loai thudc khéng vi-rat dic hiéu nio (nhw
tenofovir hodc PI) anh hudng dén tinh nhay cam hoic mirc d6 ning cta
COVID-19 (Gervasoni 2020, Vizcarra 2020).

Tuy nhién, méi quan tim nghiém trong nhit lién quan dén HIV 13 thiét hai
kinh té do COVID-19 gy ra. § cic nwéc phwong T4y, c6 rat it bio co vé bénh
nhan HIV+ gip van dé trong viéc tiép c4n vdi thudc diéu tri HIV hoic gip khé
khin khi str dung chiing do COVID-19 hoic c4c ké hoach quan 1y né (Sanchez
2020). Ngwoc lai, sy gidn doan trong viéc cung c4p dich vu chim séc y té &
khu virc chiu Phi c4n Sahara ciing c6 thé din dén nhitng hau quéa x4u ngoai
nhirng tic hai tir chinh COVID-19. Phong t6a, han ché di chuyén va ndi so lay
nhidm vi-rit corona di din dén su sut giam nghiém trong viéc tiép c4n thudc
& bénh nhan HIV va TB tai mot s6 qudc gia chau Phi (Adepoju 2020). Str dung
nim mé hinh toan hoc khc nhau vé cic chwong trinh can thiép va dich t&
hoc HIV & chiu Phi cin Sahara, cidc nghién ciru d3 wéc tinh tic ddng cua cac
gi4n doan khac nhau d6i véi céc dich vu phong ngira va diéu tri HIV. Dy do4n
sw vuot quéa twong dbi trung binh trong cdc trudng hgp tir vong lién quan
dén HIV va nhidm HIV méi mc (gdy ra b&i RNA HIV khong bi trc ché trong
thoi gian gidn doan diéu tri) mdi nim trong giai doan 2020-2024 tai cic quéc
gia & chau Phi cAn Sahara s& din dén 3 théng gidn doan céc dich vu dic thi
cho HIV, 14n lwogt 13 1,20-1,27 cho tir vong va 1,02-1,33 cho cic bénh mdéi. Viéc
ngirng diéu tri ARV kéo dai 6 thang s& din dén hon 500.000 ca tir vong do HIV
& chiu Phi c4n Sahara (khoang wéc tinh 471.000 - 673.000). C4c dich vu bi gidn
doan ciing c6 thé giy ting ty 1& lay truyén tir me sang con. Theo WHO, ré rang
cin c6 nhitng nd luc khin c4p dé dam bao tinh lién tuc ciia cic dich vu HIV va
ngin chin sy gidn doan didu tri do han ché ciia COVID-19 & chéu Phi c4n Sa-
hara.
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Uc ché mién dich (khac HIV)

Uc ché mién dich c6 thé 1am ting nguy co nhiém SARS-CoV-2 v bénh COVID-
19 ning. Nhung ciu chuyén khéng chi don gian & d6. Chiing ta khong biét
dwoc ring e ché mién dich thuc sy cé nghia 13 gi, ciing nhv nhitng dir liéu
c6 s8n khong du d& dwa ra bat ky két lusn nio. Tuy nhién, mét sb tic gia dang
thdi phdng qua mirc thong tin cé su gia tang nguy co. DS 1a mot vi du x4u?
Mbt tdng quan hé théng va phan tich téng hop gom 8 nghién ciru va 4.007
bénh nhan da dua ra két luin ring, “tc ché mién dich va suy giam mién dich
c6 lién quan dén viéc ting nguy co mic COVID-19 ning, mic dir khong cé sw
kh4c biét vé mit thong k”’ (Gao 2020) Céc téc gia ciing néi ring, “dé dbi phé
v&i dai dich COVID-19, cAn cung cAp c4c bién phép phong ngira va bao vé dac
biét”. Va ciing khong c6 bing chirng cho tuyén bd 4n twong nay. Téng sb
bénh nhan bj irc ché mién dich trong nghién cttu 14 39 (khéng 6 HIV: 11!), ¢6
6/8 nghién ctru mé ta it hon 4 bénh nhan véi cic loai trc ché mién dich khac
nhau.

Mic di thiéu ving nhirng dir lidu 16n, nhidu quan diém va huéng din di
dwoc cong bd vé cach quan ly bénh nhan bi trc ché mién dich, nhirng ngudi c6
thé d& mic COVID-19 va phét trién c4c triéu chirng 14m sang ning. C6 khuyén
céo vé str dung corticosteroid dudng miii trong viém mii di irng (Bousquet
2020), trc ché mién dich cho bénh vy nén va cic bénh vé da khac (Conforti
2020, Torres 2020), bénh thip khép (Favalli 2020, Figueroa-Parra 2020) hoic
bénh viém rudt (Kennedy 2020, Pasha 2020). Biém mau chdt ciia nhirng nd luc
cip béach nay 13 dé cin bing nguy co cta cac thudc diéu hdoa midn dich véi
nguy co lién quan dén bénh dang hoat déng: nhirng gi can thiét phai dwoc
thuc hién (hodc phai tiép tuc). Dy phdng phoi nhiém 13 viéc hét stc quan
trong.

Tuy nhién, hai nghién ctru d3 thuc sy tim ra bing ching vé téc dung c6 hai
ctia glucocorticoids, két qua chi ra ring nhitng thudc ndy nén dugc sir dung
dic biét than trong trong thdi diém ndy. Nghién citu 16n nhit dugc cong bd
cho dén nay, d3 phan tich 525 bénh nhin mic bénh viém ruét (IBD) tir 33
qudc gia (Brenner 2020). C6 37 bénh nhan (7%) bi COVID-19 ning, va 16 bénh
nhian tir vong (ty 18 tir vong 3%). Cc yéu té nguy co mic COVID-19 niing & cic
bénh nhan IBD bao gdm cao tudi, ¢ = 2 bénh nén, sir dung corticosteroid
dudng toan than (ty 1é chénh hiéu chinh 6,9, 95% CI 2,3-20,5) va sit dung sul-
fasalazine ho3c 5-aminosalicylate (aOR 3,1, 95% CI 1,3- 7,7). Pdng chd v, didu
tri d6i khdng TNF khong lién quan dén COVID-19 niing. Mdt nghién ctru loat
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bénh 16n hon di xem xét 86 bénh nhan mic bénh viém qua trung gian mién
dich va COVID-19 ¢6 triéu chirng, trong d6 cé 62 bénh nhan ding thudc tc
ché sinh hoc hoic Janus kinase (JAK) (Haberman 2020). Trong s6 nhitng bénh
nhan cip ciru, ty 16 bénh nhén sir dung thudc sinh hoc hodic thudc tc ché JAK
co ban cao hon so véi cdc bénh nhan nhip vién. Nguwgc lai, ty 1€ nhip vién cao
hon & nhitng bénh nhin dwoc didu tri bing glucocorticoids udng, hy-
droxychloroquine va methotrexate.
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Ié
Cay ghép tang
Trong mdt cudc khing hoang sitc khoe nhw dai dich COVID, diéu quan trong
13 phai cAn bing cin th4n chi phi va lgi ich trong viéc thwc hién ciy ghép
(Andrea 2020). Khéng cé nghi ngd tinh hinh hién tai da anh hwéng sau sic
dén viéc hién tang va diéu ndy cho thiy thiét hai vé kinh té nghiém trong ctia
dai dich. T4t ca cic qudc gia Eurotransplant déu thue hién chinh sach sang loc
du phong cho nhirng ngudi hién ndi tang tiém ning. Dé biét thong tin chi tiét
vé chinh sach qudc gia, vui long truy cap
https://www.eurotransplant.org/2020/04/07/covid-19-and-organ-donation/.
Dit liéu so bd cho théy ty 1& ciy ghép giam dang ké ngay ca & nhirng khu vuc
c6 sb ca mc COVID-19 thép, ggi ¥ 4anh huéng toan cau va qubc gia vugt qua
ty 16 nhiém COVID-19 tai dia phuong (Loupy 2020). Trong thang 3 va thing 4,
mirc gidm chung ciia céc ca ghép tang da chét ké tir khi dich COVID-19 13n
lwot 12 91% & Phap va 51% & My. § ca Phéap va Hoa Ky, su sut gidm ndy chi
yéu 13 do ghép than, nhung ghép tim, phdi va gan ciing c6 anh hudng dang
k&, tAt ca déu mang lai su cai thién c6 y nghia trong kha ning séng con.
Nhitng ngudi nhan ghép tang dic thudng cé nguy cd cao bi bién chirng
nhidm virus dudng hé hip (dic biét 13 ctim), do hé théng c ché mién dich
min tinh ciia ho, va diéu niy c6 thé dic biét phi hgp véi nhidm SARS-CoV-2.
Nghién ciru doan hé 16n hon dAu tién vé COVID-19 & nhirng ngudi nhin ghép
tang tir Hoa Ky da chi ra sy thyc rang, nhitng ngudi nhan ghép tang dudng
nhw c6 két cuc niing né hon (Pereira 2020). Trong s6 90 bénh nhén (tudi trung
vi 12 57), 46 ngudi la nhén than, 17 phéi, 13 gan, 9 tim va 5 ca ghép hai tang
ciing liic. Mudi sdu bénh nhén da chét (18% tdng thé, 24% nhap vién, 52%
ICU). Hién vin chua r6 lidu ty 18 tir vong va ty 1& mic bénh cao 13 do sai s6 béo
c4o hay sai sb lua chon. Tuy nhién, mét nghiém ciru don trung tim véi 36
ngudi nhan ghép thén cho thiy ty 1& con cao hon. Sau 21 ngly, 10/36 bénh
nhén d3 chét (Akalin 2020). Bénh nhan dwdng nhu it sét hon nhu 13 triéu
chiing ban dAu, sb lugng té bao CD3/4/8 thip hon va tién trién 1am sing
nhanh hon. Trong mét nghién cttu loat bénh gdm 28 bénh nhan dwoc ghép
tim tai mot trung tAm hoc thuit 16n & New York, 22 bénh nhéin (79%) phai
nhip vién. Két thiic qua trinh theo d&i, 4 ngudi vin nim vién v 7 ngudi
(25%) da chét (Latif 2020).
Tuy nhién, di liéu so bd tir Thuy Si, c6 nhiéu hy vong hon (Tschopp 2020).
Nhin chung, 21 bénh nhén dwgc bao gdm véi tudi trung vi 1a 56 (10 than, 5
gan, 1 tuyén tuy, 1 phdi, 1 tim v 3 ca ghép phdi hop). Twong tng cé chin
muoi lim phin trim va 24% bénh nhan cAn nhép vién va chuyén vio ICU. Sau
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trung vi 33 ngly theo ddi, 16 bénh nhan da dugc xuit vién, 3 ngudi vin dang
nam vién va chi cé 2 ngudi tir vong.
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Céc bénh nén khéc

Cudi cling, tinh hinh hién tai c6 thé din dén nhirng thay dbi d4ng ké vé cach
thirc nghién cru va thyc hanh y khoa trong twong lai. bai dich SARS-CoV-2
d3 din dén nhitng vn dé nan giai 16n trong hiu hét cic linh vuc chim séc
sirc khoe. Cdc hoat dong theo lich trinh, c4c loai diéu tri va chi dinh d bi hiy
bé trén toan thé gi6i hodc hoan lai d& wu tién giwdng bénh va chim séc cho
nhitng nguwdi méc COVID-19 ning. Trén khip thé gidi, cic hé théng y té da
phai xem xét thay dbi nhanh chéng cich phan &ng trong khi chi dwa vao
nhirng théng tin con chwa dy di. Trong mét sé tinh huéng nhw nhiém HIV
hoic lao, ung thur hodc ghép tang, nhirng thiét hai tai san thé chip nay c6 thé
16n hon ca thiét hai do chinh COVID-19 gay ra. Sw gidn doan diéu tri, chudi
cung rng thudc va tinh trang thiéu thubc men c6 thé 1am trim trong thém
vAn dé nay. Trong nhitng thang tiép theo, chiing t6i sé tim hiéu va cung cip
thém théng tin vé hau qua ctia cudc khiing hoang nay di vdi cac bénh khic
nhau. Trong thdi gian cho dgi, vui long tham khao bai bdo chinh dugc liét ké
dudéi day.
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11. Nhi khoa

Tim Niehues

Jennifer Neubert

L&i cam on: Quyén sich ndy s& khong thé hoan thanh néu khéng cé sw
gitip d& tin tinh cta Andrea Groth (Helios Klinikum Krefeld). Ching t6i
xin chan thanh cam on BS. Lars Dinkelbach (Heinrich Heine

Universitit Diisseldorf) d4 hiéu dinh.

Nhiém SARS-CoV-2 & tré em

Céc nghién cttu v& nguy co mic phai SARS-CoV-2 & tré em so v&i ngudi 16n da
cho théy cac két qua trai ngwgc nhau (Mehta 2020, Gudbjartsson 2020, Bi
2020). Vai trd x4c dinh tré em trong qué trinh liy nhiém SARS-CoV-2 chwa
dwoc hidu dly du. Cdc nghién ctru dua trén quin thé dwoc thuc hién cho dén
nay, cho thiy tré em cé thé khéng phai 13 yéu t8 chinh trong viéc lan truyén
bénh COVID-19 (Gudbjartsson 2020). Vin dang thiéu cic bing ching tir cic
nghién cttu vé huyét thanh hoc.

Dién tién COVID-19 & tré em thudng khéng c6 triéu ching hoic it nghiém
trong hon so v&i ngudi 16n (Zimmermann 2020, Parri 2020, Ludvigsson 2020).
V& van d& ndy, COVID khéc biét déng ké so vdi cic bénh hd hip do virus khac
ma c6 thé gy tir vong (vi du RVS & tré so sinh). Pai dich SARS-CoV-2 giy ra
mét ton hai 16n ngoai ¥ mubn véi tré em khi phai xa méi trudng gido duc
(nha gitr tré, trwdng hoc,...) va vi cha me lo ling vé Covid 19 tim kiém phuong
thtrc du phong ma quén cc nhu ciu y té khic nhu tiém phong (Bramer 2020)
hoic ngay ca khi con cdi ctia ho cin dugc cip ctru (Lazzerini 2020).

Céc chiing virus corona lwu hianh phd bién & tré em: 4i tinh,
thoi gian 4 bénh va lay lan

Hobi thao vé Virus Corona Qudc Té diu tién dugc td chirc bsi Volker
Termeulen tai Wiirzburg / Dtrc vio nim 1980. Vio thdi diém d6, chi c6 mét
loai virus corona & ngudi 13 HcoV2229E, dwoc biét c6 lién quan dén cam lanh
théng thudng (Weiss 2020). Céc virus corona & ngudi lwru hanh phd bién cé
thé dwoc phéan 14p tir 4-8% trong tdng s6 tré bi nhiém tring dwdng hé hép
cép tinh, thudng 12 bénh nhe, trir khi tré bi suy giam mién dich (Ogimi 2019).
Bay chung virus corona lwu hanh & nguwoi la: a-Coronaviruses HCoV2-229e, -
HKU1; B-Coronaviruses HCoV2-NL63, -OC43; MERS-CoV, SARS-CoV and SARS-
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CoV-2, trong dé chiing bit nguén tir loai doi (NL63, 229e, SARS-CoV), lac da
mdt budu (229e, MERS-CoV), gia stc (0C43), té té (SARS-CoV-2) (Zimmermann
2020). Dudng nhw ¢6 sy tai nhidém véi cdc virus corona phd bién da dwoc méb
ta trwc d6 miic dit thure t& hiu hét cc ca thé ¢ sy chuyén ddi huyét thanh
d6i véi virus corona & ngudi. § nhiéu tré em cé sy ddng nhidm vdi cac loai
virus khdc nhw virus Adeno-, Boca-, Rhino-, RSV-, Influenza- hoic
Parainfluenza. C6 vé tdn tai mot md hinh tuln hoan véi cc dot dich theo
miia, tir thang Mudi hai dén thdng Ndm hoic tir théang Ba dén thing Mudi
mdt & nam bén cAu.

Mbt dic diém chudi don RNA ctia virus corona 13 kha ning dot bién va téi tb
hop nhanh chéng tao ra cic ching virus corona mdi cé thé lay lan tir déng
vit sang ngudi. Chiing da giy ra cic vu dich c6 ty 18 tir vong déng ké (10% &
bénh SARS-CoV tai Hong Kéng vio nim 2002; hon 30% & bénh MERS-CoV tai A
Ré4p Saudi vao nim 2012). Vi ty 1 tir vong & ca hai déu cao nén ca SARS-CoV
va MERS-CoV déu it c6 kha ning liy truyén cong dong lau dai. Theo d6, khéng
c6 trurdng hop nhidm SARS-CoV nio & ngudi dwgc bdo co ké tir thang 7 nim
2003.

Ngudi ta wéc tinh ring, dbi véi SARS-CoV-2, mét ngudi cé thé 1ay nhidm cho
2-3 ngudi khac. Trong cac 8 dich (vi du: & dich tai bénh vién), con sb nay c6
thé cao hon nhiéu. Trong ca SARS- CoV vi MERS-CoV, c4c trudng hop siéu 1ay
nhiém d3 dwgc bdo cdo khi mot ca bénh lay cho 22 (SARS) hoic tham chi 30
ngudi khac (MERS), dic biét 13 trong cac b dich tai bénh vién. V&i SARS-CoV,
tdng cong c6 41 tré em di dwgc bdo cdo nhiém bénh va khong c6 trudng hop
tir vong. Tuong tw, & MERS-CoV, chi c6 38 tré em dugc bdo cio bi nhiém bénh
trong hai nghién cttu, véi chi 2 trudng hgp tir vong (Zimmermann 2020).

Dich t& hoc COVID-19 & tré em

Vio ngly 6 thang 4, CDC My di bdo céo ¢ 2.572 (1,7%) tré em dwdi 18 tudi
m3c COVID-19 trong s 149.082 ca nhiém tir ngdy 12 thang 2 dén ngay 2 thang
4 nim 2020. Dt liéu c6 s&n hét sirc han ché (dwdi 10% di liéu cé md ta tridu
chitng, 13% dit liéu vé cic bénh kém, 33% dé cap liéu tré c6 phai nhap vién
hay khéng). Ba trudng hop tir vong da dwgc bdo cdo cho CDC nhung khong
bao gdm cac thong tin cu thé. D6 tudi trung vi 13 11 va 57% 13 tré trai. 15 tré
em phai chuyén vao ICU (s2%). Tré <1 tudi chiém ty 1& nhap vién cao nhit (15-
62%) (CDC 2020). B4o cdo tir CDC Trung Qudc (Dong 2020) bao gdm 2.143 bénh
nhi tir ngdy 16 thang 1 dén ngiy 8 thing 2 nim 2020. Chi ¢6 731 tré em
(34,1%) dugc x4c nhin chin dodn bing xét nghiém. D6 tudi trung vi 12 7 véi
56,6% bé trai, dudi 5% dwgc phan loai la bénh ndng va dwdi 1% la nguy kich.
Mbt tré 10 thang tudi & Trung Quéc bi nhiém SARS-CoV-2 dwoc béo céo 13 da
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chét vi 10ng rudt va suy da tang (Lu X 2020). Trung TAm Kiém Soat Vi Phong
Ngira Bénh T4t Han Quéc vio ngay 20 thang 3 di béo c4o ring 6,3% trong tdng
s6 céc trudng hgp mic COVID-19 13 tré em dudi 19 tudi; bén canh d6, tré em
dwgc ghi nhan 13 chi mic bénh nhe (Trung TAm Kiém So4t Va Phong Ngira
Bénh T4t Han Quéc. Théng céo béo chi, https://www.cdc.go.kr). Dit liéu ctia Y
dwoc cong bd vao ngly 18 thang 3 cho thiy chi c6 1,2% 12 tré em trong tdng sb
22,512 trdng hop mic COVID-19; khong c6 trudng hop tir vong nao dugc ghi
nhén trong nghién cru nay va ca nghién citu doan hé & Madrid, Ty Ban Nha
(ngay 2 dén 16 thang 3) (Livingstone 2020, Tagarro 2020).

Hé thdng gidm sat Chau Au (TESSy) thu thép dit liéu tir cc qudc gia Chau Au
va Vuong qubc Anh vé céc ca nhidm COVID-19 dwgc x4c nhin béi phong thi
nghiém. Trong s6 576.024 ca nhiém COVID-19 dwgc x4c nhén béi phong thi
nghiém, 0.7% ca nhiém tir 0-4 tudi, 0.6% tir 5-9 tudi, 0.9% tir 10-14 tudi
(https://covid19-surveillance-report.ecdc.europa.eu).

Dién tién tu nhién va cac yéu to nguy co dan dén biéen
chirng bénh

Thoi gian 1 bénh dwgc cho 1a tir 3-7 ngay (trong khoang 1-14 ngay) (She
2020), khéi phéat 1am sang tir 5-8 ngdy sau khi nhiém virus. Tré em thudng
khdng c6 triéu chitng hodc bénh it niing hon so véi nguwdi 16n (Zimmermann
P 2020, Parri 2020). Trong téng $6 100 tré nhidm SARS-CoV-2 & Y, 21% khong
c6 triéu chirng, 58% bénh nhe, 19% bénh niang va 1% & trong tinh trang nguy
kich (Parri 2020).

Tai thoi diém 10 ngy sau khi khéi phat triéu chirng, phan (ng viém qué mirc
c6 thé xuit hién gy bénh ning hon va c6 kha ning giy tir vong, dic biét &
c4c nhém nguy co cao. Biéu hién 14m sing c6 thé kéo dai trong 1-2 tuln,
nhung sé kéo dai hon & nhirng trudng hop cé bién chirng. Vi dit liéu con han
ché, nén vin chua ré nhém tré nio cé nguy co cao mic bién chirng, vi du: tré
em c6 c4c bénh nén nhu bénh phéi hoic tim mach, suy giam thin kinh ning,
suy giam mién dich hodc tré dang trong t‘mh trang nguy kich, v.v ... Twong tu
nhu ctim, mét sb tré c6 thé nhay cam vé di truyén ho’n (Cloh1sey 2019) Pidu
thu vi 14 trong mot cudc khéo s4t nhanh tir 25 quéc gia gdm 10.000 tré em
mic ung thu cé nguy co nhiém COVID-19 va 200 tré dugc xét nghiém, chi c6 9
tré duwong tinh v&i SARS-CoV-2. Tré em thudng mac bénh khéng triéu chirng
hoic bi bénh nhe (Hrusak 2020).

Trong hé théng gidm sdt Chau Au (TESSy), tir vong & tré em duwdi 15 tudi 1a rat
hiém, 4 trong s8 44.695 tré 0.009%) dwoc bdo cdo. Ty 16 nhap vién cao hdn &
tré em dudi nim tudi, dic biét 13 & tré so sinh so v&i ngudi tir 5-29 tudi. Pidu
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d6 khing dinh rang tré nhé it nhap vién hon. G cac tré nhé hon, bénh ning
can chuyén vio ICU thudng khong nhiéu. Kha ning nhép vién cao hon & tré
c6 bénh nén, hiém gip dién tién ndng. (https://covid19-surveillance-
report.ecdc.europa.eu).

Mbt nghién ciru cit ngang bao gom 48 tré mic COVID-19 (trung binh 13 tudi,
dwoc chuyén vao 46 Don vi hdi stic tich cuc Nhi & Bic My tir ngly 14 thing 3
dén 3 thang 4 nim 2020), 40 bénh nhi (83%) c6 bénh kém theo dang ké va 18
bénh nhan (38%) can phai thé méy. C4c liéu phap tring dich da dugc sir dung
& 28 bénh nhan (61%, chu yéu 13 HCQ). Hai bénh nhan d3 chét (4%) va 15 bénh
nhan (31%) vin tiép tuc nhap vién, 3 bénh nhin vin cin hd trg thé mdy va
mdt ngwdi phai didu tri bing ECMO (Shekerdemian 2020).

Trong mdt nghién cttu doan hé hdi ciru quan sat bao gdm 177 tré em va thanh
nién cé triéu chirng 14m sang va dwgc xac nhan nhiém SARS-CoV-2 bdi phong
thi nghiém dugc diéu tri trong khoang thdi gian tir ngdy 15 théng 3 dén 30
théng 4 ndm 2020 tai Bénh vién Nhi Qubc Gia & Washington, 44 tré phai nhép
vién va 9 tré dang trong tinh trang nguy kich. Trong d6, 6/9 14 thanh thiéu
nién va thanh nién >15 tudi. Mic dit hen suyén 13 bénh nén phd bién nhit,
nhung lai khéng nhiéu & c4c bénh nhan niing (DeBiasi 2020).

Tinh dén ngay 11 thang 5, 74 trung tdm & Plrc d3 bio cdo 137 trudng hgp
nhép vién Nhi khoa, 15% phai chuyén vio ICU, 55.6% bénh nhan & ICU ¢ mot
bénh nén, cha yéu 13 cic bénh v& phdi hodc tim mach (www.dgpi.de).

Sinh ly bénh va mién dich hoc

Khéng ré 1y do tai sao & tré em, COVID-19 lién quan it hon vé tién trién ning
cta bénh.

Mb hinh biéu hién mé cta thu thé CoV-2 angiotensin chuyén enzyme (ACE2)
va serine protease xuyén mang TMPRSS2 (can thiét cho sw x4m nhép té bao
ctia CoV-2) ciing nhu tinh huwéng mé ctia COV-2 & tré em vin chwa dwgc hiéu
5. ACE2 c6 & cac té bao duong tha, phéi, céc té bio niém mac (mi mit, mi
mit, khoang miii), rudt va trén cac t& bao mién dich (bach ciu don nhan, té
bao lympho, bach ciu trung tinh) (Molloy 2020, bai téng quan ctuia Brodin
2020). Can 1am rd lidu virus c6 tin cong céc té bio thin kinh hay khéng (vi du:
anh huéng dén ndo bd dang phét trién cia tré so sinh).

Co quan dich ctia virus SARS-CoV-2 13 dwdng hé hap. Nhiém tring dudng hé
hép cuc ky phd bién & tré em, ngudi ta du doan ring c6 nhirng loai virus khac
cling tdn tai véi virus corona trong dwdng hé hip ciia tré, diéu d6 c6 thé han
ché su phat trién va ting sinh ctia SARS-CoV-2. Cac do ludng tai lugng hé
thdng ctia c4c virus khic nhau trong dwdng hé hip & tré em dang dwoc tién
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hanh. Piém méu chét trong cac giai doan bénh hoc mién dich muén cia viém
phdi COVID- 19 13 Hdi chirng Hoat Héa Pai Thyc Bio (MAS-Macrophage
activation syndrome) - nhu pha ting ddp (tng viém véi con bao cytokine va
Hoi chitng suy hé hap cép tinh (ARDS), thudng trong vong 10-12 ngay sau khi
khdi phat triéu chirng. Nhin chung, hoi chiing suy hé hip cép tinh (ARDS) 5
tré em khé xay ra hon so v&i ngudi 16n khi c¢é nhiém trung du’o’ng hé hép.
Trong dai dich ctim HIN1 nidm 2009, tré duéi 1 tudi 12 yéu t8 nguy co quan
trong din dén bénh ning va ARDS (Bautista 2010). VAn chwa c6 15i giai thich
rd rang tai sao ARDS it phd bién hon & tré em so véi ngudi 16n khi mic
COVID.

Lién quan dén tri nhé mién dich, mét 15i giai thich vé dién tién bénh nhe &
tré em c6 thé 13 do su khac biét lién quan dén tudi téc trong ddp Gng mién
dich véi SARS-CoV-2 giita ngudi 16n va tré em. Van chwa rd liéu mtrc d6
nhiém triing truéc d6 véi cac loai virus corona khéng phai SARS c6 tao ra cac
khang thé bao vé phan irng chéo hay khéng.

Trong phan tng ciia hé mién dich bim sinh, cdc té bao phdi bi tén thwong do
phan tng viém coa dai thuc bio va bach ciu hat. Dua trén cic mé hinh déng
vat vé bénh ctim, d3 c6 dé xuit tiém vaccine BCG (dugc tiém trong tuin diu
tién sau sinh & mot s8 qudc gia d& phong bénh Lao) c6 thé ting cwdng kha
ning mién dich bim sinh khéng dic hiéu & tré em déi v6i céc bénh nhidm
tring nhw COVID- 19 (ciing dwoc goi 13 mién dich dwgc huin luyén) (Moorlag
2019). Mdt nghién cttu ciia BCG World Atlas va méi twong quan véi dit liéu cac
ca méc va tir vong do COVID-19 & mdi qudc gia cho thiy ring cc qudc gia
khéng cé chinh s4ch tiém chting BCG dai tra (Y, Ha Lan, Hoa Ky) bi anh hudng
ning né hon so véi cc qudc gia c6 chinh sich BCG lau ddi va dai tra, tiém
phong BCG ciing 1am gidm s ca mic COVID-19 dwgc bio cdo trong mdt qudc
gia (Miller 2020, Hauer 2020). Dit liéu gin day tir mét nghién ctru 16n dya trén
quan thé khéng cho thiy sy giam ty 16 nhidm bénh & ngudi trudng thanh tir
35 dén 41 tudi & Israel da dwoc tiém vic-xin BCG trong thdi tho 4u so véi
nhirng ngudi khéng dugc tiém vic xin ndy. Dir liéu vé anh huéng ciia tiém
phong BCG d6i v6i mitc d6 nghiém trong ctia bénh COVID-19 hién vin chua
cé (Hamiel 2020).

Trong dap trng thich nghi, té bao T giy doc déng vai trd quan trong trong viéc
diéu chinh phan tng khi nhidm virus v kiém soét sw nhan lén cia ching, Tré
em c6 thé dugc hudng lgi khi chitc ning giy déc cia té bio T CD8 trong
nhidm virus & tré em c6 thé it gay hai hon so v6i ngudi 16n. Réi loan didu hoa
mién dich véi si tiéu hao cta céc té bdo T da dwoc bo cdo & ngudi 16n mic
COVID-19. Lién quan dén mién dich bim sinh, khing thé IgM ciia me c6 thé
truyén cho tré qua nhau thai vi/hodc IgA qua sita me. Néu ngudi me chua
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tirng nhiém SARS-CoV-2 hoic bi nhiém & cudi thai ki thi ¢6 thé khéng c6 su
truyén khang thé SARS-CoV-2. § nhitng bi me mic viém phdi COVID-19, xét
nghiém SARS- CoV-2 cho tré tir huyét thanh va phét hong déu cho két qua
4m tinh, tuy nhién khang thé dic hiéu IgG chdng lai virus da dugc phét hién
(Zeng H 2020). Do d6, tré so sinh c6 thé dwgc hudng lgi khi cic khang thé dic
hiéu véi virus duge truyén qua nhau thai tir ngudi me da bi phoi nhiém.
Gibng v6i SARS CoV-1, mot dira tré méi nhidm SARS CoV-2 s& tao ra phan irng
mién dich dich thé d4ng k& cling v&i céc khéng thé trung hoa IgM (trong vai
ngdy) va khéng thé IgG (trong vong 1-3 tudn) déi véi mot epitope (quyet dlnh
khéng nguyen) wu thé, vi du c4c protein gai hinh vurong miéng 13 yéu té quyét
dinh tén ctia mdi loai virus corona.

Dit liéu v& mtrc d6 phd bién huyét thanh IgG, IgM va chit lugng ctia dép trng
mién dich & tré em vin chwa dy do. Chwa cé bing chitng vé sy tii nhiém &
ngudi véi Cov-2 nhung nhin chung, vin chwa ré lidu tré em cé d4p trng mién
dich bén virng véi CoV-2 hay khong?

Lay nhiém

COVID-19 & phu nit mang thai c6 thé anh huwéng dén thai nhi, cy thé 13 suy
thai, nguy cd sinh non hoic suy hé hip néu ngudi me bi bénh ning. Dén nay
van chwra c6 bing chirng ndo cho thiy SARS-CoV-2 c¢6 thé truyén tir me sang
con. Xét nghiém nudc 8i, mau day rén, phét hong & tré so sinh déu cho két
qua 4m tinh trong mdt nghién ctru doan hé nhé (Chen 2020). Schwartz da
danh gia 5 bai bdo tir Trung Quéc va xdc dinh dwgc 38 phu nit mang thai véi
39 tré, trong d6 c6 30 tré dwoc xét nghiém COVID-19 va tit ca déu 4m tinh
(Schwartz 2020). L4y truyén qua sita me chwa dwoc ghi nh4n va khéng cé
truong hop nao phat hién dugce virus SARS- CoV-2 trong sita me.

SARS-CoV-2 & tré em lay truyén qua céc tiép xic véi thanh vién trong gia
dinh va chit yéu qua c4c giot bin. Trong mét nghién ciru tai Phép, bénh lay
truyén tir tré sang tré va tir tré sang ngudi 16n dwdng nhw khéng phd bién
(Danis 2019). Phoi nhiém kéo dai véi nong d6 khi dung cao c6 thé tao didu
kién cho s lay nhiém (She 2020).

SARS-CoV-2 ciing c6 thé dugc truyén qua dwdng tiéu héa. ACE2 ciing dugc
tim thiy trong cic té bio thwc quan va bidu mé dwdng tiéu héa trén ciing
nhu cic té bao biéu mé rudt & hdi trang va dai trang (She 2020). RNA cua
SARS-CoV-2 c6 thé duwgc phét hién trong phan cia bénh nhan (Holshue 2020).
Cai cho ring RNA ctia virus dwgc phét hién & phan ctia tré véi ti1é cao (va cé
thé dwgc bai tiét 2-4 tuln) (Cai 2020). Tuy nhién, vin chura ¢ bing chitng
truc tiép ghi nhan vé viéc lay truyén qua duwdng phan-miéng,
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Chan doan va phan loai

Viéc xét nghiém virus chi can thiét & nhirng tré cé nghi ngd vé mit 14m sang.
Néu két qua ban dAu 13 4m tinh, nén 13p lai xét nghiém dich miii hong hoic
phét hong ctia miu bénh phim dwdng hé hép trén hoic dwdng hé hip dwéi.
L4y mAu bénh phim tir dwdng ho hip duéi (khac ddm hoic rira phé quan)
cho két qua nhay hon (Han 2020). Diéu ndy khéng phai liic nio ciing c6 thé
lam dugc & nhirng bénh nhin nang va & tré nho.

Chin do4n thudng dwgc thuc hién bing phan tng polymera-se khuéch dai
gen bing ky thust RT-PCR trén dich tiét dwdng ho hip. PSi v6i SARS-CoV,
MERS-CoV va SARS-CoV-2, tai lwgng virus trong cic miu bénh pham tir
dwdng ho hap duéi cao hon so véi mAu tir dudng hé hap trén.

& mot sé bénh nhén, SARS-CoV-2 RNA 4m tinh trong cic mAu bénh phim
dwdng ho hip trén, trong khi miu phan vin duong tinh cho thiy nhiém
tring dudng tiéu héa do virus cé thé kéo dai ngay ca khi di loai bo virus
trong dwdng hé hip (Xiao 2020). Do dé xét nghiém phan c6 thé c6 gia tri
chuin do4n COVID-19 & nhirng bénh nhan nay.

Gidng nhu c4c trudng hop nhidm virus khéc, chuyén ddi huyét thanh Cov-2
IgM va IgG sé xuit hién sau vai ngly (IgM) dén 1-3 tudn (IgG) sau khi nhidm
bénh va né c6 hoic khéng thé chi ra kha ning mién dich bao vé (vin dugc xac
dinh). Didu thi vi 13 chuyén d8i huyét thanh khéng triéu ching da dua ra gia
thuyét & mot s6 it nhan vién y té (tudi trung binh 40) d4 phoi nhiém véi méot
dtra tré mic COVID-19 tai mdt don vi loc mau nhi khoa (Hains 2020).

Huyét thanh hoc ¢6 thé hiru ich & nhitng bénh nhén c6 triéu chirng 14m sang
gdi y cao vé SARS-CoV-2 nhwng 4m tinh véi xét nghiém RNA, tic 13 & tré mic
Hoi Chitng Viém Hé Théng tam thdi lién quan dén SARS-CoV (PIMS-TS).
Trong trudng hop huyét thanh hoc c6 kha ning mién dich bao vé, diéu nay sé
cuc ky quan trong tir quan diém y té céng cong, vi du: didu niy sé cho phép
d6i ngii chién lwgc trong chim séc y té va danh gi4 dich t& hoc Cov-2 (mién
dich cong dong).
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Bang 1. Phan loai COVID & tré em (Shen 2020)

1 Khéng triéu chirng, khéng cé bat ky triéu chirng 1dm sang nao

2 S6t nhe, mét mai, dau co va cac triéu chirng nhiém trung duong hd hap cap
tinh

3 Viém ph8i mirc d6 trung binh, s6t va ho, ho cé dam, kho khe, nhung khéng cé
ha oxy mau

4 S8t cao, ho, thé nhanh, d bdo hoa oxy dudi 92%, lo mo

5 Tién trién nhanh chéng nguy kich d&n héi chirng suy hé hap cap ARDS hoic suy
hé hap

Két qua xét nghiém va hinh anh hoc

Céc nghién ciru khong cho thiy cac két qua vé xét nghiém vi/hoic hinh anh
hoc & tré mic COVID-19 thé nhe ngoai trd. Lic nhap vién, s§ lwgng bach ciu
thurdng 12 binh thudng. § mét sb it tré em, s6 lwgng bach ciu lympho giam da
dugc ghi nhin. Ngugc lai, ngudi tredng thanh (v4i phan rng viém qud mdc
va bio cytokine) thudng c6 su gia ting bach ciu trung tinh va giam té bao
lympho. & mét sb bénh nhian, cic théng sé vé tinh trang viém nhuw CRP va
Procalcitonin c6 thé ting nhe hodc binh thudng, trong khi d6 ting men gan,
CK-MB va D-dimer & mét s8 bénh nhan. LDH dwdng nhu sé ting trong trudng
hop bénh niing va c6 thé duwgc ding dé theo dai dién tién & nhirng bénh nhan
nay.

X-quang nguc chi nén dugc thuc hién & tré em mic bénh thé vira hoic ning
vi chup CT gy ra nhidm xa rét cao va chi nén dugc thuc hién trong nhirng
trudng hop c6 bién chirng hodc cé nguy cd cao. Trong giai doan dau dich
bénh & Trung Quéc, tit ca tré em déu dugc chup CT ngay ca khi ching chi ¢6
triéu chirng thodng qua hodc tham chi khéng cé triéu chirng; nhung ding
ngac nhién 13, diéu nay da phét hién nhirng thay di 16n. Trén X quang nguc
¢6 hinh 4nh céc d6m m¢ dong dic rai rac & hai phé trudng va hinh anh kinh
md (ground-glass opacities). Chup CT cho két qua tét hon so véi X-quang
ngue. Trong 20 tré chup CT, 16 (80%) tré c6 mot s6 hinh anh bat thuong (Xia
2020).
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Céc dAu hiéu va triéu chitng 1am sang

Tré em va thanh thiéu nién

Biéu hién l4m sang ctia bénh c6 vé twong tu nhw cim. Trong thir nghiém 1am
sang 16n nhit véi 171 tré & Vil Han, ti 18 s6t dugc béo cdo 13 41% (71 trén 171
tré), ho trén 50% (83 trén 171 tré), thd nhanh & 28% (49 trén 171 tré). Va cé
dén 27 tré khéng c6 tridu chirng no (15,8%). Tai thdi diém thim khém ban
dAu, rat it tré cAn phai bd sung oxy (4 trong 171 tré, 2,3%). Céc triéu ching
khac nhu tiéu chay, mét méi, sd miii va ndn ciing dwoc ghi nhan véi ti 18 dwéi
10% (Lu 2020). Trong mdt béo céo hang loat ca bénh & Chiét Giang, c6 dén 10
trén 36 (28%) bénh nhi khéng c6 triéu chirng nao ca. Khong cé tré nao cé dd
bao hoa oxy duédi 92% (Qiu 2020).

Tré so sinh va nhi nhi

Zeng bao c4o 33 tré so sinh c6 me bi nhiém COVID-19 tai Vii Han. Ba trong s6
33 tré so sinh (9%) nhiém SARS-CoV-2 khdi phét sém. Trong 3 tré ndy, c6 2 tré
6 du hiéu viém phdi trén hinh anh hoc. Khi bdo cdo dwoc cong b (ngay
26/03/2020), mét tré dwoc md ta bi déng méu ndi mach lan téa nhung cubi
cling tit ca déu c6 du hiéu sinh tdn én dinh sau 3 tudn nhiém bénh (Zeng L
020). Trong mot nghién ciru doan hé thi hai, 9 tré so sinh tir 1 dén 9 théng
tudi dwoc md ta khong c6 bat ky bién chirng nghiém trong nio (Wei 2020).
Liéu c6 bién chirng dai han do COVID-19 & tré so sinh va nhii nhi hay khong?
Tai thoi diém nay, chiing ta chura thé dénh gi4 dugc. Hién tai, khong nén tich
tré mdi sinh khde manh khoéi cdc ba me nghi nhiém COVID-19 (CDC-2 2020).
R rang tré sinh non hoic tré so sinh d phoi nhidm véi SARS-CoV-2 cin dwoc
theo ddi k§j cang tai bénh vién va/hoidc béc si nhi khoa. Néu c¢6 du hiéu
COVID (vi du: #n kém, nhiét d6 khong n dinh, nhip tim nhanh/khé thé) cAn
phai nhip vién, lam cic xét nghiém va chup X-quang nguc. Xét nghiém tim
SARS-CoV-2 khong c6 ich trudc ngay thir 5 ciia bénh vi con trong giai doan 0
bénh. Cin phai giit vé sinh t8t nhat c6 thé cho ca me v con.

Hbi chirng viém hé théng tam théi & tré em lién quan véi SARS-CoV-2
(PIMS-TS) (hodc hdi chitng viém da hé & tré em (MIS-C) hodc cé triéu
chitrng twong tw bénh Kawasaki

Théng 4 ndm 2020, cdc nha 1am sang hoc tir Anh, Phédp, Y, TAy Ban Nha va Hoa
Ky d4 bdo cdo vé cic tré em mic hdi chirng viém ning c6 triéu chirng bénh
giéng bénh Kawasaki, mét sé tré c6 két qua duong tinh véi CoV-2, sé con lai
thi khéng. Trudc d6, Jones dd mé ta mot trudng hop vé bé gai 6 thang tudi bi
sdt, phét ban va swng nd dic trung ctia mét tinh trang viém nhidm hiém gip
& tré em, hdi chitng Kawasaki (Jones 2020).
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T4m bénh nhan & Anh va 10 bénh nhan & Bergamo, Y c6 céc triéu chirng ctia
bénh Kawasaki d3 dugc cong b, bao gdm ca trudng hgp tir vong ciia ciu bé
14 tudi tai Anh trong dai dich SARS-CoV-2 (Riphagen 2020, Verdoni 2020). &
Bergamo, khu vuc ¢ ty 16 lay nhiém cao nhét & Y, ty 1& mic bénh gidng
Kawasaki ting khoang 30 1dn da dwoc bdo cdo trong dai dich SARS-CoV-2
(Verdoni 2020).

Hién tai, méi lién quan vé sinh ly bénh giira viém nhiém do COVID-19 va bénh
Kawasaki vin chua ré rang, cic dic diém dugc tém tit trong Bang 2.

Bang 2. Cac dic diém clia bénh Kawasaki va hoi chitng viém da hé théng & tré em
lién quan tam thdi v&i nhiém SARS-CoV-2

Kawasaki (Hedrich 2017, ECDC
2020) (trwdc day goi la hoi
chirng hach bach huyét niém
mac)

PIMS-TS (hdi chirng viém da hé &
tré em lién quan tam thoi vdi
SARS-CoV-2 hodc MIS-C (hdi chirng
viém da hé & tré em) (Verdoni
2020; Riphagen 2020,
https://covid19-surveillance-
report.ecdc.europa.eu/)

“Bénh giéng bénh Kawasaki”

Dich t& hoc

Ty 1& hién méc 5-19/100.000 <
5 tudi (Chau Au, Hoa Ky), &
Poéng Bac A cao hon, cé sy gia
tang theo mua, mua
déong/mua xuan, dia ly, lan
séng lay lan theo dia ly cda
dich bénh (Rowley 2018)

Ty 1& hién méc chua ré.

230 truong hop nghi ngo lién quan
tam thoi dén COVID-19 d3 bao cdo
v@i ECDC trwdc ngay 15 thang 5
(EU/EEA, Anh). Ph& bién hon &
ngudi dan géc Afro-caribbean, béo
phi? (Riphagen 2020)

Tudi, gigi

Tré dudi 5 tudi chiém 90%,
cao hon & nam gidi

5-15 tudi, chua rd sy phan bé gidi
tinh

Nguyén nhan

Chua r8, gid thuyét: nhiém
trung cac mam bénh phé bién,
vi du nhu vi khuan, ndm va
virus gay toén thuong qua
trung gian mién dich (Dietz
2017) (Jordan-Villegas 2010,
Kim 2012, Turnier 2015). Yéu
t6 di truyén (tdn sé ting &
Chau A va gitta cac thanh vién
gia dinh cta 1 ca bénh)

Chua rd, chura cé gia thuyét.

Viém qua mic hodc séc lién quan
dén dap (rng mién dich v&i SARS-
CoV-2. Tang cuong phu thudc
khang thé (ADE) CoV-1: su hién
dién cla khdng thé cé thé gay bat
lgi, tao diéu kién cho virus lay lan
(chirng minh trong SARS-CoV)
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Pinh nghia ca
bénh

S6t >5 ngay, két hop it nhat 4
trong 5 triéu ching lam sang
sau:

1.Viém d6 k&t mac 2 bén

2. Bién d6i mang nhay &
miéng, bao gdbm méi bj tiém
hodc nirt né, hau hong bi tiém,
hodc luwdi d6 dau.

3. Thay d6i & dau chi, bao gdm
ban d6 & long ban tay hodc
chan, phu ban tay, ban chan
(giai doan cap) hodc bong da
xung quanh (giai doan hoi
phuc)

4. Ban do6 da dang toan than

5. Swng hach ¢6 khéng héa mu
(McCrindle 2017)

Tré nghi ngd mac KD (Ka-
wasaki disease) nhung khong
dap (ng cac tiéu chuan chan
dodn c6 thé mic KD dang
khéng hoan toan hodc khong
dién hinh (Cimaz 2009)

Nhi khoa

1. S6t dai dang, viém (bach cau
trung tinh, CRP t3ng va giam té&
bao lympho), va réi loan chirc ndng
mét hodc nhiéu co quan (s8¢, tim,
hé hap, than, réi loan tiéu héa
hodc than kinh) véi cac dic diém
1am sang, can l1am sang hoac hinh
anh va ECG. Tré em c6 day dl hoic
mot phan céc tiéu chi cla bénh
Kawasaki ciling c¢6 thé dugc bao
gbém.

2. Loai trir bat ky nguyén nhan vi
khuan nao khac, bao gébm nhiém
trung huyét do vi khuan, hoi chirng
sOc tu cau hodc lién cau, nhim
trung lién quan dén viém co tim
nhu enterovirus

3. Xét nghiém PCR SARS-CoV-2
duong tinh hoac am tinh (Royal
College of Paediatrics and Child
Health)

Tinh trang
CoV-2 trong
da s6 trudng
hop

CoV-2 Ag (PCR); Abs (Elisa) am
tinh

CoV-2 Ag (PCR) am tinh va Abs
(Elisa) dwong tinh

Xét  nghiém
dién hinh

Panh diu sy ting lén cula cac
chat phan (rng pha cip (vi dy,
protein phan &ng C [CRP] hodc
t6c d6 13ng mau [ESR]

Ting tiéu cau (sau ngay thir 7
cla bénh)

Tang bach ciu, chuyén trai
(bach cau trung tinh ting)

Panh diu sy ting 1én cla cac chat
phan (rng pha cap CRP, ESR

Giam tiéu cau

Gidm bach cau

Giam té bao lympho

Tang cholesterol mau

Céc chi diém viém co tim ting
Troponin, pro-BNP
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H6i chirng s6c  Kawasaki
(KDSS) (hiém), ddc diém cla
hdi chirtng hoat héa dai thuc
bao (MAS) (hiém), bat thudng
déng mach vanh, h& van hai
14, r6i loan chirc ndng co tim
tién trién, dong mau rai rac
trong long mach (Kanegdaye
2009)

Bién chirng dudng tiéu hoa
(viem rudt, ndon dau bung)
hiém gap

Séc (phd bién), dic diém cta hoi
chitng hoat héa dai thyc bao (phd
bién), lién quan dén co tim duoc
chitng minh bdi sy tang I1én cla
cdc enzym tim ting (phd bién),
nhdi méau co tim, phinh doéng
mach, déng mau ndi mach lan tda

Bién chirng duong tiéu hoa (viém
rudt, nén, dau bung) rat phé bién

Bién  ching

man tinh

Bat thuong dong mach (phinh
dong mach vanh trung binh,
phinh déng mach vanh khéng
15 CAAS)

Chua xdac dinh; phinh dong mach?

Quan ly bénh
nhan

Diéu tri ban dau bang Immu-
noglobulin tiém tinh mach liéu
cao (IVIG) (2g/kg); c6 ich trong
viéc gidm nguy co méc bénh
mach vanh khi dung trong 10
ngay ké tir khi phat s6t. Ngoai
ra, axit acetylsalicylic, glu-
cocorticoid va khang thé don
dong anti-TNF d3 duoc st
dung

Cho dén nay, hau hét cic bénh
nhan d3 duoc diéu tri bang IVIG
litu cao, glucocorticoids, ASS
(Verdoni 2020, Riphagen 2020)

Diéu trj khang IVIG kém Steroid rat
phé bién (Verdoni 2020)
Cham séc bénh nhan tai cac don vi
hoi strc tich cyc nhi khoa 1a can
thiét: tién trién dén sdc mach mau
13 phéi bién

Hb trg huyét dong, diéu
trj bang noradrenaline va milrino-
ne, thuong phdi thd may
(Riphagen 2020)

Tién lwgng

Viém mach tv gidi han kéo dai
trung binh 12 ngay ma khong
can diéu tri. Néu khéng dugc
diéu tri kip thoi, CAAs va dic
biét la ching phinh dong
mach c6 thé xdy ra & 25% tré
em

Tién lwgng chung chua rd rang.
Nang hon KD

C6 kha nang gay tlr vong trong mot
s6 ca bénh
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Quan ly bénh nhan

Kiém soat nhiém tring

Phét hién sém COVID-19 va bit budc thuc hién cach ly. Trong mdi trudng ndi
trd va ngoai trii, nén tich riéng tré em mic bénh truyén nhiém khéi tré em
khée manh khéng mic bénh. C4c § dich tai bénh vién c6 vai trd trong su lay
truyén COVID-19. Do d4, chi nén cho tré mic COVID-19 nhap vién néu bac si
nhi khoa cé kinh nghiém cam thfiy cAn thiét (vi du nhu thé nhanh, khé thé,
mitc bio hoa oxy dwéi 92%). Tai bénh vién, tré mic COVID-19 hoic nghi ngd
mic cin dwogc cich ly trong phong riéng hoic chuyén vio mét khoa riéng biét
danh dé diéu tri COVID-19 véi c4c nhén vién y té chuyén biét cho khoa nay (vi
du khéng 1am viéc/khéng trirc thém & cac khoa khéc). Can thiét ¢6 sw c6 mit
ctia phu huynh trong viéc chim séc tré bi bénh, ca vé tinh cam ciing nhw nudi
dudng tré.

Trong giai doan dinh diém cta dai dich COVID-19, c4c bién phép phong ngira
trong méi trudng ngoai trii va bénh vién bao gdm kiém soét 18i vao, vé sinh
tay va dudng hé hip cin thén, vé sinh va khir tring méi trudng lam viéc
hang ngay, va cung cip dd bao hd (ging tay, khiu trang, kinh bao hd) cho moi
nhan vién y t& chim séc cho bénh nhin COVID-19 ho3c nghi ng& méc COVID-
19 (Wang 2020). Trong cac don vi hdi stic tich cuc tré so sinh (NICU), I twéng
can c6 phong cach ly 4p lwc 4m va loc khéng khi (Lu Q 2020). Nén sir dung miit
na c6 hé théng tudn hoan va b loc kin. C4c thu thuit tao ra khi dung, vi du
d?t ndi khi quan, ndi soi phé quan, phun khi dung nén han ché cang it cang
tot

piéu tri hd tro (hd tro hd hip, diéu tri gidn phé quan, sét, bdi
nhiém, hd trg tam ly x3 hoi)

Cho tré ngdi & tu thé thing ding sé gitp tré d& thé hon. Vat Iy tri liéu s& rat
hitu ich trong trudng hop nay. Cung cip oxy qua dng thong miii s& rit quan
trong ddi véi tré vi né sé lam ting thong khi va twéi mau phdi. Thé oxy lwu
lwong cao qua 6ng thong miii & tré so sinh (HFNC) d dugc str dung rong rai
do tinh wu viét ciia né so v6i cac phwong phap hd trg hd hip khéng xam lin
khéc.

Chwa rd rang vé viéc sir dung va tinh an toan cta cdc thudc dang hit trén 1am
sang. Trong bénh phéi tic nghén man tinh va nhiém tring théng thudng
khac & tré em, vi du: trong viém phé quan, Vién Han 1am Nhi khoa Hoa Ky
hién dang khuyén cdo khéng nén sir dung thudc gian phé quan (Dunn 2020).
Lién quan dén viéc sir dung c4c steroids dang hit nhw 13 mét phin ctia diéu tri
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duy tri trong hen phé quan, khéng c6 bing chiing nao budc phai ngirng cach
diéu tri nay cho tré em méc COVID-19.

Mbt cude tranh cdi 16n xay ra vé mic d6 sir dung thudc ha sbt & tré em.
Nhung néu tré mic COVID-19 bi st cao, paraceta- mol hodc ibuprofen cé thé
c6 {ich. Khéng han ché nio, mic di ban ddu WHO canh bdo vé viéc sit dung
ibuprofen, tuy nhién hién tai khong c6 biing chiing nio cho théy viéc sit dung
paracetamol hozc ibuprofen gay hai & tré em mic COVID-19 (Day 2020).

Viéc phén biét viém phdi do virus SARS-CoV-2 v4i bdi nhiém vi khuén s& khé
khin trir khi cé béing ching ré rang tir két qua nubi ciy hoidc cdc hinh anh
dién hinh. Bbi nhiém vi khudn s& dugc didu tri theo cic hwéng din diéu tri
ctia quéc té va quéc gia (Mathur 2018).

Dich bénh virus gay cang thing tam ly cho cha me va gia dinh cling nhu nhan
vién y té, do d6, c4c nhén vién cong téc xa hdi va cdc nha tAm 1y hoc nén tham
gia hd trg ngay khi c6 thé.

Piéu tri suy h6 hip

Didu tri hdi chitng suy hd hip cp tinh & tré em (pARDS) d4 dwoc ddnh gid
(Allareddy 2019). V&i nhitng tré so sinh c6 pARDS thi viéc thay thé surfactant
phdi liu cao, th& khi NO, va thong khi tin sb cao cé thé dem lai hiéu qua. &
nhirng tré so sinh mic bénh ning, loc mau lién tuc va oxy héa qua mang
ngoai co thé (ECMO) can dugc thire hién néu can thiét.

Thudc didu tri ddc hiéu COVID-19

Cho dén nay vin chwa c6 dit liéu tir cic thir nghiém 1am sang cé d6i chirng, vi
véy hién tai khéng c6 sdn bang chirng ddng tin ciy nao hd trg cho viéc sir
dung bt ky loai thudc nao dé diéu tri COVID-19. Céc loai thubc dwoc liét ké
dwéi day 13 cac thubc dugce chuyén di muc dich sir dung va c6 rét it hodc hiu
nhu khéng c6 kinh nghiém dung trén tré em. Trong trudng hgp tré bji COVID-
19 niing hoic nguy kich, béc si nhi khoa phai dwa ra quyét dinh c6 nén ding
thubc nay hay khéng. Néu quyét dinh bit dAu didu tri bing thudc, tré nén
dugc dua vao thir nghiém 1am sang (https://www.clinicaltrialsregister.eu)
néu c6 thé. Tuy nhién, rét it cic nghién ciru thir nghiém l4m sing trén tré em.

Khi nio diéu trj bing thudc

Duéi sy chi dao ctia Hiép hoi Truyén Nhiém Nhi & Birc (DGPI), mét hdi ddng
chuyén gia da dé xuit mdt dong thuin vé thoi diém bit dau diéu tri bing
thudc khédng virus hoZc thuoc dieu hoa mién dich & tré em. (Bang 3,

https://dgpi.de/stellungnahme-medikamentoese-behandlung-von-kindern-
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mit-covid-19/).

Mbt nhém céc bac si truyén nhiém nhi khoa va dwoc si tir cic vién Bdc My da
cong bd mot huwéng din vé viéc sir dung thudc chéng virus cho tré nhidm
SARS. Nén han ché diéu tri bing liéu phdp khang virus cho tré ma cé kha
ning mang lai lgi ich cao hon nguy co nhidm déc va remdesvir 13 thuéc dwoc
wa chudng (Chiotos 2020).

Bang 3: Dong thuan vé diéu tri bang thudc khang virus hodc diéu hoa mién dich & tré em

DO ndng cda bénh Can thiép

Bénh nhe hodc vira Diéu tri triéu chirng

pCAP, nhiém tring dudng hd hap trén, Khéng can thudc khang virus hodc
khong can thé oxy diéu hoa mién dich

Bénh nang va cac nhém nguy co* Diéu tri tridu chirng

pCAP, cin th& oxy Can nhac thudc khang virus

Nguy kich can chuyén vao ICU Diéu tri triéu chirng

Can nhéc thudc khang virus
Can nhéc thudc didu hoa mién dich

Hi chitng thuc bao mau thr phat HLH  Diéu trj bang thudc diéu hoa mién dich
(Hemophagocytic lymphohistiocytosis) hoic thudc (e ché mién dich

* Bénh tim bam sinh, trc ch& mién dich, suy giam hé mién dich badm sinh/méc phai, bénh xo nang,
bénh phdi man tinh, bénh than kinh/than/gan man tinh, bénh tiéu dwong/ bénh chuyén héa.

Céc chét trc ché tdng hop RNA cua virus
Remdesivir (GS-5734) c6 sin dudi dang lo 150 mg. Liéu diing cho tré em l:

. < 40 kg: tiém tinh mach, liéu tai: 5mg/kg sau d6 2,5 mg/kg tiém tinh

mach moéi ngay trong vong 9 ngay.

o = 40kg: liéu tai: 200 mg sau d6 100mg mdi ngly trong vong 9 ngay.
Remdesivir 1a mét adenosine nucleotide twong tw véi céc thudc khéng virus
pho réng chong lai cic virus RNA khac nhau. Hgp chat trdi qua qué trinh
chuyén héa, kich hoat cdc chit chuyén héa nucleotide triphosphate dé trc
ché RNA polymerases ctia virus. Remdesivir d3 chiing minh hoat tinh & in
vitro va in vivo trén md hinh déng vit dé khang lai MERS va SARS-CoV.
Remdesivir c6 kha ning dung nap t5t va cé tic dong tiém ning dén viéc giam
tai lwgng virus va ty 1€ tir vong do bénh Ebola tai Congo vao nim 2018
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(Mulangu 2019) . G chéu Au, loai thubc nay hiém khi dugc sir dung & tré em,
vi vay phai cuc ky thén trong. Thubc c6 thé dugc sit dung théng qua chuwong

trinh “ctru tro khin cép" (compassionate use) (https://rdvcu.gilead.com)

Lopinavir/r (LPV/r, Kaletra®) 13 mot cong thirc phdi hgp ciia lopinavir va
ritonavir, trong dé ritonavir cé tic dung nhuw mot chit lam ting dwoc dong
hoc (ting cwdng). LPV/r 13 mét chit e ché protease HIV-1 dwoc siv dung
thanh céng & tré nhiém HIV nhu 13 mét phin cta liéu phép diéu tri két hop
khéng retrovirus hoat tinh cao (PENTA Group, 2015). Trong dich SARS, LPV/r
da dwoc khuyén cdo nhu 13 mot lua chon diéu tri. Mot nghién ciru gan dy &
bénh nhan COVID-19 truéng thanh khéng cho thiy anh huéng dén két cuc
chinh trong mét thir nghiém 1am sang c6 ddi chirng. Mic dit d4 c6 nhiéu kinh
nghiém sir dung LPV/r trong HIV, khdng nén str dung cho tré em mac COVID-
19 vi ¢4 vé khong cé hiéu qua (Xem chwong Pidu tri, trang 233)

Uc ché sy xAm nhép cua virus

Hydroxychloroquine (HCQ, Quensyl®), Chloroquine (CQ, Resochin junior®,
Resochin®) Kinh nghiém ctia cc béc si nhi khoa véi HCQ/CQ (trir béc si nhi
khoa didu tri cho bénh sbt rét) 13 rat han ché. Cic nha chirc trach & Hoa Ky
dang canh bdo vé viéc sir dung rong rai HCQ/CQ véi COVID-19
(https://mailchi.mp/clintox/aact-acmt-aapcc-joint- statement). Khong nén st
dung HCQ hodic CQ & tré em nhidm COVID vi dudng nhu ca hai loai thudc déu
khéng cé hiéu quéa (xem chwong Diéu tri, trang 233).

Diéu tri bing thudc diéu hoa mién dich

Co s& ding cac thubc diéu hdoa mién dich & bénh nhan COVID-19 xuét phat tir
cac bidu hién manh cta cic cytokine hwdng viém (Interleukin-1 (IL1) va
interleukin-6 (IL6)), chemokine ("bdo cyto- kine“) va sy tiéu hao cta cac té
bao T diéu hoa din dén tdn thwong nhu mé phdi nhw da béo cédo & cic bénh
nhén ning.

Chen IL-1 hoic IL-6 c6 thé thianh cdng & tré em mic bénh (tw) viém (danh
gid Niehues 2019). Tuy nhién, ca hai interleukin nay ciing 1a chia khéa cho
dap trng mién dich sinh Iy va c4c tic dung phu ning né ctia thudc diéu hoa
mién dich da dugc bdo cdo. & ngudi 16n mic COVID-19, viéc diing thudc chen
interleukin-1/6 c6 thé c6 ich (xem chwong Pidu tri). Trong tinh huéng hiém
gip, tinh trang ciia tré xiu di do phan ing viém qud mic va dé khéng véi céc
phwong phép didu tri khac, tocilizumab ho3c anakinra cé thé 13 mét lwa chon.
Steroid (vi du: prednison, prednisonlone) cé sdn dwéi dang dung dich
ubng, vién nén hoic lo dé tiém tinh mach. Liéu ding & tré em 13 0,5 dén 1
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mg/kg tiém tinh mach hodc ngdy hai lan bing dwdng miéng. Sir dung steroid
ngén han it ¢6 tic dung phu. Steroid sé& tic dong dén tinh trang viém bing
céch trc ché sy tdng hop clia mot s6 cytokine hudng viém va nhiéu tic dung
khéc. Viéc sir dung corticosteroids & tré em va ngudi 16n mic Hoi Chirng Suy
H6 Hép Cép (ARDS) do virus corona vAn cdn nhiéu tranh cai (Lee 2004, Arabi
2018, Russell 2020). Sy suy gidm mién dich chdng lai virus do corticosteroid
gay ra (vi du: dé loai bé virus SARS-CoV-2) c6 thé bét lgi & nhitng bénh nhin
mic COVID-19. Str dung hydrocortisone liéu thip c6 thé ¢ lgi & ngudi 16n
biéu hién ARDS, trong khi vin con nhiéu tranh cii khi diing cho tré cé ARDS.
Hau hét c4c bénh nhan mic Héi Chirng Viém Pa Hé Théng tam thdi & Tré Em
lién quan dén SARS-CoV-2 (PIMS-TS) dugc céng bd cho dén nay dugc didu tri
bing IVIG va methylprednisolone (Verdoni 2020, Riphagen 2020). & nhitng
bénh nhan nay, cic dic diém cta hdi chitng hoat héa dai thue bao va khéng
IVIG la phé bién, can didu tri steroid bd trg (Verdoni 2020).
Tocilizumab (Roactemra®) cé sdn duéi dang cic lo 80/200/400 mg (20
mg/ml). Lidu lugng 1a

o  <30kg: 12 mg/kg tiém tinh mach, 1 1dn/ngdy, c6 thé Lip lai mi 8 gid.

o 230 kg: 8mg/kg tiém tinh mach 1 1an/ngay (t6i da 800 mg)
Céc tac dung phu (dwa trén viéc st dung lau dai trong cic bénh viém khép
man tinh va sir dung két hop véi céc thudc didu hoa midn dich khéc): nhidm
khuén hoic nhiém tring co hdi ning, ri loan mién dich (phan tng phan vé,
kich hoat dai thuc bio de doa tinh mang), bénh vAy nén, viém mach méu, tran
khi mang phdi, ting 4p dong mach phdi de doa tinh mang, suy tim, xuit
huyét tiéu héa, viém tdi thira, thing dwdng tiéu héa (d4nh gia Niehues 2019).
Anakinra (Kineret®) c6 sin dwéi dang dng tiém 100 mg (dugc bao quan & 4-
8°C). Lieu diing 13 2-4 mg/kg tiém duéi da 1 14n/ ngay khi viém qué mirc vin
con. Sau d6, giam liéu 10-30% mdi ngdy. Cac tic dung phu (dva trén viéc st
dung l4u dai trong c4c bénh viém man tinh va sit dung két hop véi cac thubc
diéu hoa mién dich khac): nhiém khu4n hodic nhidm triing co héi ning, viém
co tim de doa tinh mang, r8i loan mién dich, viém phdi, viém dai trang, viém
gan, bénh ly ndi tiét, viém thén, viém da, viém nio, bénh vAy nén, bach bién,
giam bach ciu trung tinh (bai tdng quan Niehues 2019).

Liéu phap mién dich

Khéng thé don dong tng hop chdng lai protein gai ctia CoV hoic chéng lai
thu thé ACE2 hoic khang thé trung hoa dic hiéu chéng lai SARS-CoV-2 c6
trong huyét twong tir ngudi khoi bénh c6 thé tao kha ning bao vé nhung
hién chura s&n cé.
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Interferon a dang hit di dugc diing & tré em mic COVID-19 trong cic nghién
cttu doan hé ban diu nhung khéng ¢ dit liéu vé tic dung ctia né (Qiu 2020).
Interferon type-1 (vi du: interferon-o) 13 trung tim kha ning mién dich chéng
virus. Khi virus corona (hodc c4c loai virus khac) xdm nh4p vao vat chu, axit
nucleic ciia virus kich hoat cic yéu té diéu hoa interferon nhw IRF3 va IRF7
thiic diy qua trinh tong hgp interferon type-I (IFNs).

PIMS/MIS-C/Bénh giéng nhw Kawasaki

Dua trén céc thong tin dwgc cong bd cho dén nay, hiu hét cic bénh nhin
dwoc diéu tri bing Immunglobulin lidu cao (xem Bang 2) va corticosteroid
(Verdoni 2020). Can thém dit liéu d& x4c dinh c4c phac dd diéu tri t6i wu cho
bénh nhan mic MIS-C.

DOI: Tim Niehues d4 nhan phi ban quyén tac gia tir uptodate.com (Wellesley, Massachusetts, M§) va
hoan tra chi phi di lai trong qua trinh tw vén cho Co Quan Quan Ly Thubc Chau Au (EMA), c4c ban chi
dao ctia Mang lwéi Nhi Khoa Chau Au Trong Diéu Tri AIDS - PENTA (Paediatric European Network for

Treatment of AIDS) (Padua, Y), Juvenile Inflammatory Cohort (JIR) (Lausanne, Thuy Si) va dén nim
2017, Séng kién FIND-ID (dwoc hd trg bsi Plasma Protein Therapeutics Association (Brussels, Bi).
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12. Timeline

Chu nhit, ngay 01 thang 12, 2019

Theo mot nghién ciru hdi ctiru dwoc ding trén The Lancet vio ngdy 24 thang
01 nim 2020, ca mic COVID-19 dAu tién dwoc xic nhan bing xét nghiém &
Vil Han 13 mot nguwdi dan 6ng xuit hién triéu chitng vio ngly 01 théng 12
nim 2019. Khong tim thiy méi lién hé dich t& véi nhirng ca mic ban dau khic.
Khéng cé ai trong gia dinh 6ng ta bi bénh.

Th nam, ngay 12 thang 12, 2019

Tai Vil Han, céc co quan y té bit dAu diéu tra vé cum c4c bénh nhén viém
phdi do virus. Ho nhanh chéng phét hién diém chung ctia cc bénh nhan: hdu
hét ho déu tirng dén Cho hai san du mdi Hoa Nam. Khu cho nay dugc biét
dén nhw 13 dAu méi budn ban tir gia cAm, doi, rén va cic loai dong vat hoang
da khéc.

Tht hai, ngay 30 thang 12, 2019

Ly Van Lu’o‘ng (en.wikipedia. org/w1k1/L1 Wenliang), mot bac s nhin khoa
34 tudi dén tir Vil Han, ding mot tin nhin trén WeChat canh bio cac bac si vé
mét cin bénh mdi tai bénh vién ctia minh vao cudi thang 12. Ong viét ring bay
bénh nhan c6 céc triéu chirng twong tw nhu SARS va dang dugc céch ly. Ong
yeu chu ban bé ctia minh théng bio cho gia dinh va khuyén cic ddng nghiép
ctia minh mic dd béo hd.

Tha ba, ngay 31 thang 12, 2019

Canh sat Vii Han théng bdo rang ho dang diéu tra tAm ngudi vi i lan truyén
tin ddn vé mot dgt bing phat bénh truyén nhidm méi (xem ngly 30 théng 12).

Uy ban’Y té thanh phé Vii Han béo céo 27 bénh nhan bj viém phdi do virus va
c6 tién st tlep xiic v6i Chg hai san dAu méi Hoa Nam. Bay benh nhan dang
nguy kich. Bieu hién lam sang cta cdc trudng hop nay chu yeu 14 sbt, mét sb
it bénh nhan khé thé va ph1m chup X quang phdi cho thay tén thwong thaim
nhiém phdi hai bén. Bdo c4o néi ring “bénh dich nay cé thé phong ngira v
kiém sodt dwgc”. WHO da dugc thong béo vé dot bing phét dich.

? Huang, Chaolin et al., Clinical features of patients infected with 2019 novel
coronavirus in Wuhan, China January 24, 2020
https://www.thelancet.com/journals/lancet/article/PI1S0140-6736(20)30183-
5/fulltext#%20
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Th nam, ngay 1 thang 01, 2020
Cho hai san diu mbi Hoa Nam bi phong toa.

Tht sau, ngay 3 thang 01, 2020

Trong qud trinh ddnh gid dich rira phé quan dugc cia nhitng bénh
nhan nam vién tir ngly 24 dén 29 thing 12, cic nha khoa hoc Trung
Quéc tai Vién kiém soat va ngan nglra bénh do virus qudc gia di loai
trir kha niang nhiém 26 virus giy bénh dudng hé hip thudng gip, xac
dinh trinh ty gen cia mét ching beta corona virus méi (dit tén la
‘2019-nCoV’) va nhin dién ra ba chiing phan biét.’

Ly Van Lwgng dugc triéu tip den mot vin phong an ninh cdng cong dia
phu’o’ng & Vii Han vi viéc lan truyén “tin don sai léch”. Anh budc pha1 ky
vao mét tai liéu thu’a nhan da dua ra nhitng “binh ludn sai 1éch” va “gay roi
trat tw cong cong”. Li ky mot tuyén bd dong y khong thao ludn gi thém vé
bénh.

Trén mang x3 hoi Weibo, canh sat Vii Han cho biét ho di c6 hanh dong
phép ly doi véi nhu’ng ngudi di “ding va chia sé tin don trén mang”, “giy
ra tac dong tiéu cuc dén x4 hdi”. Ngay hém sau, thong tin du’dc dua [én béi
CCTV, kénh truyen hinh nha nwéc. CCTV khéng x4c dinh ré ring tAm ngudi
bi budc ti “truyén bé tin ddn sai 1éch” 1 béc si.

Chu nhat, ngay 5 thang 01, 2020

WHO dua ra canh bio ring 44 benh nhén bj v1em phdi khong ré nguyén
nhin da dugc bdo cdo bsi chinh quyén Trung Quéc. Trong s6 44 trudng hop
dugc bdo cdo, 11 trudng hop bénh ndng, 33 ngudi con lai dang trong tinh
trang &n dinh. https://www.who.int/csr/don/05-january-2020-pneumonia-
of-unkown-cause-china/en/

Tht ba, ngay 7 thang 01, 2020

Céc quan chirc Trung Qubc thong béo ring ho di x4c dinh du’o’c mot chung
coronavirus méi (CoV) tir cdc bénh nhan & Vii Han (du’ofc xuét ban 17 ngay
sau: https //doi.org/10.1056/ NEJMoa2001017) Virus corona la mdt nhém
virus gdy bénh ¢ dong vat cd vi va chim. G ngudi, cac loai virus corona pho
bién nhit (HCoV-229E, -NL63, -0C43 vi -HKU1) lién tuc lwu hanh trong quan

3 Notes from the Field: An Outbreak of NCIP (2019-nCoV) Infection in China —
Wuhan, Hubei Province, 2019-2020, China CDC Weekly, 2020, 2(5): 79-80
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thé ngudi; chiing gay cam lanh, déi khi kem sot va dau hong, chii yéu vio miia
d6ng va dau muia xuln. Hai loai coronavirus ciing giy ra nhirng dot bung dich
¢ ngudi la SARS va MERS. Nhitng virus nay lay lan bing cach hit phai nhirng
giot bin (droplets) dugc tao ra khi ngudi nhiém bénh ho hoic hat hoi, hodc
bing cach cham vao mét bd mit noi nhitng giot nwdc ndy roi xubng va sau d6
cham vao mit.

Tht 6, ngay 10 thang 01, 2020

Dit liéu trinh tu gen vé loai virus méi dwgc ding trén Virological.org béi
nhitng nha nghién clru bai hoc Fudan, Thugng Hai. Ba trinh ty khéc ciing da
dwgc ding trén cdng thong tin Global Initiative on Sharing All Influenza Data
(GISAID).

Ngay 10 thing 01 ndm 2020, Ly Vin Lugng, ngudi canh cdo vé coronavirus, bit
dAu c6 triéu chirng ho khan. Hai ngdy sau, Ly Vin Lugng bit dau sét va dwoc
nhdp vién vio ngly 14 thing 01 nim 2020. Ba me clia anh ta ciing bi nhiém
coronavirus va dwgc nhip vién ciing v6i anh 4y. Ly Vin Lwong xét nghiém 4m
tinh vai 1dn cho dén ngay 30 théng 01 ndm 2020 thi anh ta c6 két qua duong
tinh v&i coronavirus.

Chu nhat, ngay 12 thang 01, 2020

S dung trinh tu gen cta coronav1rus méi da du’dc cung cip cho WHO, nhidu
phong thi nghiém tir cic qubc gia bat dAu san xuat cac xét nghlem chin doan
PCR dic hiéu. (Chinh phti Trung Quoc b4o céo ring khong cé bang chirng ré
rang cho thay virus d& dang lay truyén tir ngudi sang ngurdi.)

Tht hai, ngay 13 thang 01, 2020

Théi Lan béo cdo trudng hop nhiém diu tién bén ngodi Trung Quéc, mot phu
nir dén tir Vii Han. Nhat Ban, Nepal Phap, Uc, Malaysia, Slngapore Viét Nam,
Pai Loan va Han Qudc béo c4o cac trudng hop nhiém trong 10 ngdy sau dé.

Tha ba, ngay 14 thiang 01, 2020

WHO da dang trén Twitter ring “diéu tra so bd ctia chinh quyén Trung Quéc
khong tim thdy bing ching rd rang vé viéc lay truyén tir ngudi sang ngudi
clia dong coronavirus méi (2019-nCoV) dwgc phat hién tai Vii Han, Trung
Quoc Trong cling ngdy, vién chirc cia WHO - Maria Van Kerkhove da cho
ring ¢ “su lay truyén gidi han tir ngudi sang ngudi” ctia coronavirus, chii
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yéu 13 cac cum dich nhé trong céc gia dinh, thém vao dé “rit rd rang hién tai
chiing ta khéng c6 sy 14y truyén bén virng tir ngudi sang ngudi”. *

Th bay, ngay 18 thang 01, 2020

Huéng dan vé Vin hoc Y khoa Amedeo (www.amedeo.com) thu hdt sy chi y
ctia hon 50.000 ngudi theo déi tham gia vao nghién clu ctia Pai hoc Hoang gia
Luan Don, Estimating the potentlal total number of novel Coronavirus cases in Wuhan
City, China, b&i Imai va céng sw. Cac tac gia wdc tinh ring “tdng cong 1. 723
tru’dng hgp 2019-nCoV tai Thanh phd Vi Han (95% CI: 427 - 4.471) da xuit
hién céc triéu ching tinh dén ngay 12 thang 1 nam 2020”. Chinh thirc, chi cé
41 trudng hgp dwgc bio cdo vao ngay 16 thang 1.

Tha hai, ngay 20 thang 01, 2020

Trung Qudc béo cdo ba trudng hop tir vong va hon 200 ca mic. Cic trudng
ho’p hién ciing dwoc chin doén bén ngoal tinh HO Bic (Bac Kinh, Thugng Hai
va Tham Quyen). Cic nuwdc chau A b3t dau thong béo tam soat bt budc tai cac
san bay cho tAt ca nhirng ngudi dén tir céc khu vire ¢é nguy co cao ciia Trung
Quoc

Sau khi 2 nhan vién y té nhiém bénh tai tinh Quang Péng, nhém nghién ciru
tr Uy ban Sitc khoé Quoc gia Trung Quoc méi xdc nhin lan dau tién
coronavirus cé thé 14y lan tir ngudi sang nguoi.®

Thir 4, ngay 22 thing 01, 2020

Mét ddi ngii tai vin phong Trung Quéc ctia WHO t6i Vii Han d3 dua ra mét
tuyén bé ring di cé bing chirng v su 14y truyén tir ngudi sang ngudi tai Vii
Hén, nhung cAn c6 thém nhidu nghién ciru dé hiéu ddy du vé co ché lay
truyén. ¢

Th nam, ngay 23 thang 01, 2020

Trong mdt ddng théi tdo bao va chua tirng c6 tién 18, chinh phu Trung Quéc
tién hanh cach ly hang chuc triéu ngu’o’l Trong lich st loai ngudi, chua tirng
c6 didu tuong tu. Khong ai biét hiéu qua ciia bién phap nay sé nhu thé nio.

Tét ca céc su kién Tét Nguyén dan (bit dAu tir ngly 25 thang 1) déu bi hiy bo.

4 WHO says new China coronavirus could spread, warns hospitals worldwide". Reuters. 14 Janu-
ary 2020.

5 https://www.theguardian.com/world/2020/jan/20/coronavirus-spreads-to-beijing-as-china-
confirms-new-cases

6 https://www.who.int/china/news/detail/22-01-2020-field-visit-wuhan-china-jan-2020
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Uy ban khén cp IHR (2005) ciia WHO di triéu tap cudc hop vao ngy 22-23
théng 01 thira nhan ring lay truyén tir nguwdi sang ngudi da xay ra véi wéc
tinh so bd RO 13 1,4-2,5 va 25% sé ca nhidm di x4c nhin dwoc bdo céo 1a
nghiém trong. Tuy nhién, Uy ban vin cam thiy ring sy lay nhiém c6 gidi han
va “khéng c6 bing chirng” v& sy phét tan virus & mirc d6 cong ddng ngodi
Trung Quéc. Do c4c thanh vién khéng thé dat dwoc sy dong thusn, iy ban da
quyét dinh riing vin con qué sém dé tuyén bd tinh trang khin cip vé sirc khoe
cong ddng (PHEIC) va ddng ¥ d4nh gi4 lai sau khoang mudi ngly.’

Mot bai viét khoa hoc chura binh duyét tir Vién Virus hoc Vil Hén, sau d6 duogc
xudt ban trén tap chi Nature, théng bdo rang mét ching virus tir doi & dong
Van Nam vGi mirc tu’o’ng ddng 96% da dwoc giai trinh ty vio nim 2013. Trinh
tw dugc dang vao ngay hém sau trén co s6 dit liéu cong cong Ngudi ta xdc

nh4n réing coronavirus méi sir dung ciing mét thu thé dé xam nhép té bao nhw
SARS-CoV.

Thi sdu, ngay 24 thang 01, 2020

it nhét 830 trudng hop da dugce chin doén & chin quéc gia: Trung Qudc, Nhat
Ban, Thai Lan, Han Qudc, Singapore, Viét Nam, Dai Loan, Nepal va Hoa Ky.
Bing chirng dugc x4c nhan dau tién vé lay truyén tir nguwdi sang ngudi ngodi
Trung Qudc dugc bdo cio b&i WHO tai Viét Nam. ®

Phip béo c4o vé ba ca nhidm dau tién, 13 sy xuit hién 1An dAu tai chau Au.™
Zhu va cong sy cong bd béo céo chi tiét vé viéc phan lip mét ching
coronavirus méi khac véi ca MERS-CoV va SARS-CoV (toan vin:
https://doi.org/10.1056/NEJM0a2001017). Ho md ta cdc xét nghiém nhay dé
phat hién RNA virus trong cic miu bénh phim.

Huang v cong su cdng bd trén The Lancet céc ddc diém 1am sang cua 41
bénh nhan (toan vin: doi.org/10.1016/50140-6736(20)30185-9). B4o cdo de cp
vé nguy co lay nhiém ma khéng c6 céc triéu chitng béo hiéu trong thi ky o
bénh va goi ¥ nguy co dai dich tiém ting ctia ching virus méi nay.

7 https://www.who.int/news-room/detail /23-01-2020-statement-on-the-meeting-of-the-
international-health-regulations-(2005)-emergency-committee-regarding-the-outbreak-of-
novel-coronavirus-(2019-ncov)

8 Zhou, Peng et al. "A pneumonia outbreak associated with a new coronavirus of probable bat
origin". Nature. 579 (7798): 270-273 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7095418/

9 "Novel Coronavirus (2019-nCoV) SITUATION REPORT - 4" WHO 24 January 2020.

10 "Coronavirus : un troisiéme cas d'infection confirmé en France". Le Monde.fr (in French). 24
January 2020.
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Chan va cong sw mé ta mdt cum dich viém phdi tai gia dinh lién quan dén
virus corona ching méi ndm 2019 chi ra sy 13y truyén tir ngudi sang ngudi
(toan vin: doi.org/10.1016/S0140-6736(20)30185-9).

Th bay, ngay 25 thang 01, 2020

Chmh phu Trung Qudc 4p dit cac 1énh han ché di lai d6i v&i cac thanh phd &
Hd Bic. Tong s6 ngudi bi anh hwéng bdi cach ly 13 56 triéu.

Hong Kéng tuyén b6 tinh trang khan cAp. C4c 18 hdi mirng ndm mdi bi hiy bo
va giao thwong dén Trung Qudc dai luc bi han ché.

Tha hai, ngay 27 thang 01, 2020

Tai Dirc, & dich dAu tién c6 lay truyén ngu’o'l sang ngudi tir bénh nhan khéng
triéu chirng tai Chau Au dugc bdo cdo. Nguon nhlem la mot ngu’o’l dén tir
Thugng Hai ghé thim mot céng ty & Bavarla . Co Ay bt dau xuét hién nhu’ng
triéu chirng trén dudng trd lai Trung Quoc Nhirng ngu’o’l tiép xtc tai cong ty
da dugc lam xét nghiém va sy lay truyen dwoc xac nhin béi tiép xic véi
ngu’o’l nhlem khong triéu ching nhu’ng dong thoi & nhirng nguwoi khong t1ep
xuc tryc t1ep v6i bénh nhén. T4c gia cho rang “Su that la nhu’ng ngu’dl nhiém
khéng cé triéu chirng 1a nguon lay nhlem tiém tang, diéu ndy cé thé khién
chiing ta cin phai dénh gi4 lai s lay truyén ctia dot bing phét dich hién tai.”

12

Tht ba, ngay 28 thang 01, 2020

Tbng gidm dbc ctia WHO, béc sT Tedros Adhanom Ghebreyesus gip Cha tich
nudc Trung Qudc TAp C4n Binh tai Bic Kinh. Ho chia sé nhitng théng tin m&i
nhit vé dot biing phat dich va cam két kiém soat dugc dich. WHO v6 cling cam
kich trudc nhirng hanh dong cta Trung Qudc trong viéc trién khai cic phan
trng vé dot biing phat dich, vé téc d6 trong viéc nhan dién virus va sy cdi mé
trong viéc chia sé nhirng théng tin véi WHO va cic nudc khac.

Th& nam, ngay 30 thang 01, 2020

1 Bshmer MM, Buchholz U, Cormann VM: Investigation of a COVID-19 outbreak in Germany
resulting from a single travel-associated primary case: a case series. Published online
May 15, 2020. Full-text: https://www.thelancet.com/journals/laninf/article/P11S1473-
3099(20)30314-5/fulltext

2 Rothe C, Schunk M, Sothmann P, et al. Transmission of 2019-nCoV Infection from an
Asymptomatic Contact in Germany. N Engl ] Med 2020;382:970-971.
https://pubmed.gov/32003551. Full-text: https://doi.org/10.1056/NEJMc2001468

B https://www.who.int/news-room/detail/28-01-2020-who-china-leaders-
discuss-next-steps-in-battle-against-coronavirus-outbreak
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Véi khuyen céo tir Uy ban_ khin cép IHR, Tong glam db6c WHO tuyen b6 Tinh
trang khin cAp y té toan cAu va khuyén cdo “t4t ca cic qudc gia nén chuln bi
céac bién phap kiém soat dich bénh, bao gom gidm st tich cyc, phét hién sém,
c6 1ap va kiém soat ca bénh, truy vét va ngin chin sy phat tan nhlem 2019-
nCoV, va chia sé toan b dir liéu véi WHO.” WHO da nhan céc bdo cdo ve 83 ca
mic tai 18 qudc gia ngoai Trung Qubc va da cé bing ching vé lay truyén tir
ngudi sang ngudi tai 3 quéc gia.

Trung Quéc bao cdo 7.711 ca bénh va 170 ngudi chét. Virus hién d3 lan sang
tht ca céc tinh ctia Trung Quoc

Giuseppe Conte, Thu tudng Y, d4 xé4c nhan 2 ca nhiém COVID-19 ngoai nhip
dAu tién tai Y.

Tht sau, ngay 31 thang 01, 2020

Ly Van Lwgng chia sé trai ngh1em ctia minh tai ddn canh sat Vi Han (xem
ngay 3 thang 1) kem thu’ canh céo trén phwong tién truyén théng xa hoi. Bai
dang ctia anh 4y lan truyén rat nhanh.

An pg, Philippines, Nga, T4y Ban Nha, Thuy DPién, Anh, Uc, Canada, Nh4t Ban,
Singapore, My, UAE va Viét Nam x4c nhén céc ca bénh dAu tién.

Chu nhit, ngay 2 thang 02, 2020

Trudng hop tir vong dAu tién bén ngoal Trung Qudc, mot ngu’o’l dan 6ng
Trung Quéc dén tu’ Vil Han, dugc bdo cdo & Philippines. Hai ngay sau mot ca
tir vong khéc & Hong Kéng dugc bio céo.

Th& nam, ngay 6 thang 02, 2020

Ly Van Lugng, nguoi da bi phat vich gang canh béo vé virus corona, da chét.
Cai chét ciia anh 1am bing nd con gian dit, dau budn va doi héi tw do ngdn
ludn: https://www.theguardian. com/ global-
development/2020/feb/07/coronavirus-chinese-rage-death-whistleblower-
doctor-li-wenliang.

Tht séu, ngay 7 thang 02, 2020
Hong Kéng di ban hanh 1énh phat ti cho bit ky ai vi pham quy tic kidm dich.

Chu nhat, ngay 08 thang 02, 2020

BO trudng BO Y té Phap di x4c nhin cum dich 5 ca nhiém COVID-19 dwgc phét
hién tai mét khu nghi dudng trugt tuyét & French Alps. Bénh nhan dau tién 13
mét cong dan Anh di du lich d&én Singapore tir ngay 20 dén 23 thang 01 sau d6
& lai 4 ngay (24-28 thang 01) tai mot cdn nha g6 & Contamines- MontJ01e,
Haute-Savoie. Ong ta di xét nghiém dwong tinh trén dwdng tré vé Anh. Bén
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ngu’o’l tiép xtdc trong cling ngdi nha gb déu cho két qua dwong tinh, bao gom
mdt cau bé 9 tudi dang theo hoc tai mot trwdng hoc dia phuong. Khong ai tiép
xtic véi dtra bé tai trrdng hay tai nha bi ldy nhiém.,

Tht hai, ngay 10 thang 02, 2020

Amedeo ra mit ti liéu coronavirus hang tuin ma sau niy dugc goi 1a Amedeo
COVID-19.

Tht ba, ngay 11 thang 02, 2020

Chua day ba tudn sau khi dwa ra c4c bién phap klem dich hang loat & Trung
Quéc, sb trudng ho’p dwoc bdo cdo hang ngay bit dhu giam.

WHO théng bdo réing bénh truyén nhiém mdi s& dugc goi 1a COVID-19 (bénh
do coronavirus 2019) va virus mdi nay sé duwgc goi la SARS-CoV-2.

Thi tw, ngay 12 thiang 02, 2020

Tau du lich Diamond Princess cip cang tai thanh phé Yokohama Nhit Ban,
175 ngudi bi nhidm virus. Trong nhirng ngdy tiép theo, gn 700 ngudi trén tiu
s& bi nhiém bénh.

Th nam, ngay 13 thang 02, 2020

Trung Quéc ddi dinh nghia ca bénh COVID-19, chi cAn c6 chin dodn 1am sing
(hinh anh hoc) d6i véi nhitng bénh nhan khéng cé xét nghiém xé4c dinh. Két
qué 13, tinh HO Bic bo cdo 14 840 ca méi, nhidu hon gin gip 10 1an so vdi
ngay hém trudc, trong khi d6 sb ca tir vong nhiéu hon gép d6i, 1én dén 242.
WHO cho ring d& d¢am bao tinh nhét quan, ho chi bdo cdo sb lwgng nhirng ca
dwgc xac nhan bang xét nghiém.

Tha tw, ngay 19 thiang 02, 2020
Iran bdo cdo hai tredng hgp tir vong do coronavirus.

Tai sin vin d6ng San Siro & Milan, di bong Atalanta tir Bergamo thafmg tran
Champions League vé&i Valencia 4-1 trudc 44.000 ngudi ham mo tir Y (2.000 tir
TAy Ban Nha). Viéc hang loat ngu’o'l di chuyén tir Bergamo den Milan va ngugc
lai, hang gi&r la hét ciing nhw céc cudc n mirng trong v sb quan bar di dugc
mot sO nha quan sat coi 1a mot “quéa bom sinh hoc” coronavirus.

" https://www.who.int/docs/default-source/coronaviruse/situation-
reports/20200213-sitrep-24-covid-19.pdf
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Th& nam, ngay 20 thang 02, 2020

Mot bénh nhin & d6 tu01 30 xét nghiém dwong tinh véi SARS-CoV-2 va di
dwoc dwa vao khoa Hbi stc tich cwc (ICU) tai Benh vién Codogno (Lodi,
Lombardy, Italy). Bénh nhén c6 triéu chu’ng ny da dén bénh vién hém trudc
d6 nhung lai khéng dugc xét nghiém vi anh ta khéng du tiéu chun dich t& ca
nghl nhiém (khéng lién quan dén Trung Quéc). Vg anh ta, 5 nhan vién bénh
vién, 3 bénh nhan va nhitng ngudi tiép xtic khac véi bénh nhan trén ciing déu
xét nghlem duong tinh véi COVID-19. Trong 24 gld sau d6, sb trudong hop
dwgc bio cdo di ting 1én 36 ma khéng c6 lién hé gi dén bénh nhan & Codogno
hodc cac truong hop dwong tinh dwgc xdc dinh trudc dé. Trudng hop tir vong
dAu tién duoc gh1 nhén 13 mot ngudi dan 6ng 78 tudi. DS 13 sy khai dau cta
dich bénh tai Y. jamanetwork.com/journals/jama/fullarticle/2763188

Th bay, ngay 22 thang 02, 2020

Han Qudc bio céo ting dot bién 20 ca nhiém coronavirus mdi, lam diy lén
mobi lo ngai vé moi nguy cia ngudi siéu phat tidn, ngudi da ldy nhiém cho 14
ngudi khic tai mot nha thd & béng Nam Daegu.

Chu nhat, ngay 23 thang 02, 2020

Y x4c nhin 73 ca nhiém méi, nang tong so ca nhiém 1én 13 152, va ca tir ' vong
thiy 3, khién Y trg thanh nu’o’c c6 tong s6 ca nhiém nhiéu thir 3 trén thé gi6i,
sau Trung Quéc va Han Qudc. Mot “viing nguy hiém” quanh Codogno dwgc tao
ra, c6 14p 11 khu vue thanh thi. Cic trudng hoc phai déng cira.

Venice Carnival (12 h6i héa trang Venice) déng cira sdm va céc sy kién thé
thao bi dinh chi tai cdc khu vire chiu anh huwéng ning né nhét cta Y.

Tht hai, ngay 24 thang 02, 2020

Phap, Bahrain, Iraq, Kuwait, Afghanistan va Oman b4o cdo cdc ca bénh du
tién.

Tha ba, ngay 25 thiang 02, 2020

Mbt béo c4o ctia ddi ngii WHO 25 chuyén gia quéc té va Trung Qudc dugc cong
bé cho cong chiing. Ho d3 di dén nhiéu tinh thanh & Trung Quéc. Nhitng phat
hién quan trong nhét 13 dich bénh & Trung Quéc di 1én dén dinh didm va binh
nguyén trong khoang thdi gian tir ngdy 23 thing 1 dén ngiy 2 théng 2 va
giam dan sau dé (Bang 1). https://www.who.int/publications-detail /report-
of-the-who-china-joint-mission-on-coronavirus-disease-2019-(covid-19)
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DAy 12 diu hiéu dAu tién cho thiy viéc cach ly git gao theo lénh ciia chinh
phit Trung Quéc 13 diéu nén 1am. That khéng may, cic nwéc chau Au khong
trai qua dich SARS nim 2003, s& mét di quy thoi gian quy bau trwée khi theo
gwong cia Trung Quc.
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Hinh 1. Céc ca méc COVID-19 tai Trung Qudc, thang 1 / thang 2 ndm 2020. Cic duong cong dich t&
theo thoi gian khéi phat triéu chirng va ngay bdo cdo vao ngay 20 thang 2 ndm 2020 d6i vdi cac
trwdng hop da duoc xac nhan COVID-19 cho tat ca cac trwdng hop cla Trung Quéc. Bugc chinh sira
tlr Report of the WHO-China Joint Mission on Coronavirus Disease 2019 (COVID-19). 16-24 thang 2
2020. https://www.who.int/publications-detail/report-of-the- who-china-joint-mission-on-
coronavirus-disease-2019-(covid-19)

Thit tu, ngay 26 théng 02, 2020

Mét tdng théng, lo sg vé co hoi ta1 ctt, da ha thdp mdi de doa tir dai dich
coronavirus, da tweet: “Tin gia ré tién... dang lam moi thir c6 thé dé 1am cho
[bénh] Caronav1rus tréng té nhit c6 thé, bao gdm ca viéc giy hoang loan thi
trudng, néu cé thé”.

https://www.bmj.com/content/368/bmj.m941

Hai ngay sau, ciing ong nay da lam ao thuat: “N¢6 sip bién mAt. Mot ngay nao
d6, nhu mét phép mau, né sé bién mat.”

Chu thich: vao ngay 28 thang 03, The Guardian sé& héi tai sao ngudi ny lai that
bai trong bai kiém tra 16n nhit trong doi 6ng ta.

Thi sdu, ngay 28 thang 02, 2020

Mbt céi nhin so lwgc qua cic ca bénh & chau Au duge chdn dodn bén ngoai Y
tlr ngly 24-27 thang 2 cho thiy 31 trong sb 54 ngudi (57%) gin day da di du
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lich d&n mién Bic nwéc Y. Cac nha dich t& hoc ngay lap tirc nhan ra ring mot
diéu gi d6 bat thudng dang xay ra.

Thi by, ngay 7 thiang 03, 2020

Dit liéu chinh thirc cho thiy xuit khiu ciia Trung Quéc di giam 17,2% trong
hai thdng dau nim 2020.

Chu nhat, ngay 8 thiang 03, 2020

Chinh pht Y duéi sy lanh dao ctia Thu tu’o’ng Giuseppe Conte, xirng ddng
dugc ghi nhan cong lao khi ho la nuéc dAu tién & chau Au thyc hién phong
téa, chi hai tudn rudi sau khi ca bénh noi dia dAu tién dugc phét hién tai Y.
Ban dAu, céc bién phép kiém dich nghiém ngit duoc dp dung trén 16 triéu
ngudi tai ving Lombardy va 14 khu vire khdc & mién Bic. Hai ngdy sau, Thi
twdng Conte md& réng klem d1ch ra toan bd dAt nwéce 60 triéu dan, tuyén bd
tlnh trang ‘an ninh quoc gia”. TAt ca ngudi dan dugc khuyén & nha trir khi
cAn thiét phai ra ngoai vi “ly do gia dinh hodc cong viéc quan trong”. Trudng
hoc déng ctra.

Tht hai, ngay 9 thang 03, 2020

Mot tong thdng di chia sé trén Twitter: ¢ Trong nim vira rdi, 37 000 ngudi M)/
chét vi ctim thong thuwong. Trung binh vao khoang glu’a 27 000 va 70 000 moi
nam. Khong cé g1 phai dirng hoat ddng, cudc song va kinh té van tiép tuc. Tai
thoi didm nay, cé 546 ca nhiém coronavirus dwgc xac nhén, véi 22 trudng hop
tir vong. Hay nghi vé didu nay xem!” (The Guardian).

Iran tha 70.000 ti nhin vi dich coronavirus & nuwdc nay.

Thit ba, ngay 10 thang 03, 2020

T4p C4n Binh tham quan Thanh ph8 Vii Han va tuyén b8 mot chién thing tam
thdi trong cudc chong lai COVID-19. Hai trong mudi sdu bénh vién di chién
cta thanh pho d3 ngirng hoat dong.

Tht tw, ngay 11 théng 03, 2020

Vi hon 118 000 ca nhiém COVID-19 & 114 qudc gia va 4 291 ca tir vong, Téng
gidm d6c WHO tuyén bd COVID-19 13 dai dich toan clu.

T4t ca c4c trudng hoc trong va xung quanh Madrid, tir nha tré dén trudng dai
hoc, déu déng cira trong 2 tudn.

Th nam, ngay 12 thang 03, 2020
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Y d6ng tAt ca cac cira hang ngoai triy cira hang thuc phim va nha thudc.

Tai TAy Ban Nha, 70 000 ngudi tai Igualada (mdt viing ctia Barcelona) va ba
viing khéc da dwoc cach ly trong it nhit 14 ngdy. Py 12 1dn dAu tién ma Tay
Ban Nha thyuc hién bién phap c6 14p toan bé mot khu vure.

Emmanuel Macron, tdng théng Phap, thong bdo déng cira cic nha giit tré,
trudng hoc va dai hoc tir thit 2, ngdy 16 théng 03. Ong tuyén bd: "Mét nguyén
tic gitp dinh huwéng trong hanh dong ctia chiing ta, gitp ching ta ludng
trwéc vé cudc khing hoang tir khi bit dAu va sau d6 kiém soét trong nhirng
tuln tiép theo, v chiing ta phai tiép tuc didu dé: d6 1a niém tin vio khoa
hoc. D6 13 1ing nghe nhi¥ng ngwdi c6 tri thirc.” Mot vai ngudi ddng nghiép
ctia dng 4y 18 ra ciing d3 nén ling nghe.

Thi¥ sau, ngay 13 thiang 03, 2020

Thi twéng ctia mét cwu thanh vién trong Lién minh Chau Au da gi6i thiéu
mét khéi niém “mién dich cong ddng” nhw 13 mét giai phép cho cac dot bing
phat dich virus Corona 13p lai trong twong lai. Giai phap gay soc: chip nh4n
ring 60% dan s6 s& nhiém virus, sau d6 tao duwgc mién dich va trénh dwoc
nhirng dot bung phat dich virus Corona trong twong lai. Nhitng con s6 tham
khéc. Véi hon 66 triéu ngudi dan, 40 triéu ngudi sé bi nhidm, 4 dén 6 triéu
ngudi s& bénh ning, va 2 tridu ngudi sé cin dugce chim séc tich cwe. Khoang
400 000 ngudi Anh c6 thé chét. Tha twéng du kién réing sé c6 “thém nhiéu gia
dinh mét di ngudi than sém hon ho nght”.

Chd thich: 5 tun sau, The Guardian vin dit ra cau héi “Lam thé ndo ma nwéc
Anh lai ¢6 phan &rng v&i coronavirus sai lam dén vay?”

Thit bay, ngay 14 thang 03, 2020

Chinh phii Ty Ban Nha thuc hién phong téa toan quéc, kéu goi moi ngudi &

nha. Ngoai trir viéc mua thuc phdm hay dd ding y té, dén bénh vién, lam viéc

hoiic c4c cong viéc khan cp khiac.

Chinh phii Phép théng béo déng cira toan bd céc dia diém céng cong khong

can thiét (cic quén bar, nha hang, ca phé, rap chiéu phim, hdp dém) sau nira

dém. Chi c6 c4c cira hang thuc phim, nha thudc, ngan hang, tiém ban thubc 14
N o X 7 A K 2, 2

va tram xidng dau cé the tiép tuc md cira.

Chti nhat, ngay 15 thang 03, 2020

Phap kéu goi 47 triéu ngudi bé phiéu biu cir. Ca chinh pha va cic nha lanh
dao ddi 1ap c6 vé van mudn ti€p tuc t6 chirc bau cr tai cdc thanh pho. bay ¢
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phai 13 mét vi du dién hinh vé sy can thiép khong thé chip nhan dugc ctia cic

dang phéi chinh tri d6i v&i tinh thdn quan ly bénh dich chét nguwdi? Cac nha
o, . s oo~ A 20 A hy ~

str gia twong lai sé can phai diéu tra lam r4.

Tha hai, ngay 16 thang 03, 2020

Ferguson va cdng sw d3 cong bd mét mé hinh nghién ciru méi trén dan sé
ctia Anh va My vé h4u qué trong dai dich COVID-19. Khi thiéu di c4c bién phép
kiém so4t dich bénh vi c4c thay d6i hanh vi c4 nhian, tic gia dw dodn mot sw
ting vot sb ca tir vong s& xdy ra trong x4p xi 3 thing t6i. Diéu ndy cé nghia
81% dén sb My, khoang 264 triéu ngudi, s& mic bénh. Trong s6 d6, 2,2 triéu
ngudi sé tir vong, bao gdm tir 4% dén 8% ngudi Mi trén 70 tudi. Quan trong
hon, trong tuln thit 2 cta thang 4, nhu ciu vé giwdng bénh chim séc tich cuc
s& cao hon 30 14n so v6i kha ning cung trng.

Nghién ciru niy sau d6 phén tich 2 céch tiép can: Giam thiéu thiét hai vi Ngin
chin triét dé. Trong tinh hudng Giam thiéu thiét hai, SARS-CoV-2 tiép tuc lay
truyén vdi téc d6 cham, tranh ph4 v& hé thdng chim séc y té. Trong tinh
huéng Ngin chin triét dé, Gidn cdch x4 hdi nghiém ngit va cach ly tai nha sé
ngin chin sy 14y truyén ctia virus. Nghién ciru ndy ciing chi ra thdi diém pht
hop dé néi long bién phép “Hiy & nha” nghiém ngit. Vién canh nghiét nga:
bénh dich sé bung phét tré lai.

Phap 4p dit cac bién phép cich ly nghiém ngat.

Thit ba, ngay 17 thang 03, 2020

Bay triéu ngudi din viing vinh San Francisco dwoc huéng din dé “séng tai
nha” va ra lénh cAm roi khoi nha ngoai trir céc “hoat dong can thiét” (mua
thirc 3n, thudc va cc nhu ciu thiét yéu khéc). Hau hét cic doanh nghiép déu
déng cira. Ngoai trir: cira hang thuc phim, nha thudc, nha hang (chi d mua
mang di va giao hang), bénh vién, tram xing diu, ngan hang.

Th& nam, ngay 19 thang 03, 2020

LAn dAu tién ké tir khi bit diu bing phét dich virus Corona, khéng cé ca méi
ndo tai Vil Han va tinh H6 Bic.

Théng déc bang California, 6ng Gavin Newsom d yéu cAu toan bd ngudi din
California (40 triéu nguwoi) “4 nha”. Nguwdi din chi cé the ra khoi nha deé thyc
hién cic nhu cau co ban nhu mua thirc dn, dén nha thudc hay khdm béc si,
tham ngudi thin, tip thé duc.

Thi¥ sau, ngay 20 thang 03, 2020
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Y bdo cdo 6000 ca mé&i va 627 ngudi tir vong trong vong 24 gid.

Tai TAy Ban Nha, cach ly do virus Corona giam ti 1 t6i pham 50%.

Trung Quéc béo c4o khéng c6 ca nhim virus Corona ndi dia trong 3 ngdy lién
tiép. Céc han ché dwoc giam xudng, cudc séng tré lai thwdng ngay. Hién tai
ca thé giéi huéng mit vé Trung Quéc. Liéu ring virus cé bing phét tr& lai
khéng?

New York, hién tai tr& thanh tdm dich ctia nuéc My (sé dan: 20 triéu ngudi),
tuyén b6 phong téa thanh phd. Chi nhitng hoat déng can thiét (mua ban thuyc
phim, nha hing mua mang di hoic giao hing, nha thuc v tiém gijt tw dong)
dwoc tiép tuc m& cira. Cira hang ban rugu? Can thiét!

Chu nhit, ngay 22 thang 03, 2020

Byung-Chul Han d3 xuét ban La emergencia viral y el mundo de mafiana (El Pafs):
“Cac nwéc Chau A dang kiém so4t cudc khing hoang nay tot hon cac nuwéc
phuong Tay. Trong khi & d6 cac ban lam viéc véi cac dit liéu va khau trang, &
diy céc ban lai phan &rng chim va dudng bién gidi thi van dugc mé.”

Tht hai, ngay 23 hang 03, 2020

Cudi cling, d3 qué tré cho viéc quan sat, Vwong qudc Anh dua ra céc chinh
sach kiém soat dich bénh. Cic bién phdp nay it nghiém ngit hon so véi cac
chinh sé4ch tai Y, Tay Ban Nha va Phép.

Thu twéng Dic, Angela Merkel tw cich ly sau khi dén tiép xiic v6i ngudi cé
xét nghiém duong tinh véi virus Corona.

Tha ba, ngay 24 thiang 03, 2020

Trong sb tt ca cdc ca dugc bdo cdo tai TAy Ban Nha, 12% 12 nhén vién y té.

Thé van hoi Olympics & Tokyo dwgc hodn sang ndm 2021.

An D6 ra lénh phong téa dit nuwdc. Trén toan thé gidi, 3 ty ngudi dang bi
phong tda.

Tht tw, ngay 25 thang 03, 2020

Sau nhiéu tuin thyc hién céc chinh sich kiém dich mét cich nghiém ngit,
chinh quyén Trung Quéc théo d& cac han ché di lai d6i véi tinh HO Bic. Pé di
lai, ngu¢i dan can phai ¢é “Dau Xanh” duwgc cung cap bdi hé thong gidm sat
trén rng dung AliPay.
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Mbt bé géi 16 tubi tir vong tai phia nam Paris b&i COVID-19. C6 bé chwra tirng
mic bénh gi khéc.

Th& nam, ngay 26 thang 03, 2020

America First: Hién tai, My 13 qudc gia c6 s ca mic virus Corona dugc biét
nhiéu nhat trén the gigi.

Vi lo s¢ dich bénh s& quay lai, Trung quéc cAm hiu hét ngudi ngoai quéc nhap
canh.

Tht sau, ngay 27 thang 03, 2020

Thu twéng va Bb trudng B Y té cia mdt nwéc cwu thanh vién Lién minh
Chau Au xét nghiém duong tinh véi virus Corona.

Tap chi The Lancet xu4t ban “COVID-19 and the NHS - “a national scandal””.
Mbt bai béo ctia McMichael va cong sw md ta ti sut tir vong ctia SARS-CoV-2
12 33% d6i v&i mot co s& chim séc dai han tai King County, Washington, US.

Chu Nhit, ngay 29 thang 03, 2020

The Guardian va Boston Globe dit ra ciu héi rang liéu ai 1a ngudi that su
mang ban tay nhudm mdu trong dai dich hién tai. Sy phat trién cia dich bénh
tai Mj duwgc mo ta nhu 13 thét bai tinh bdo ning né nhit trong lich sir nudc
M§.

Tha hai, ngay 30 thang 03, 2020

Flaxman S va cong sw dén tir Nhém Phan tng véi COVID-19 cia Imperial
College da cong bo dir liéu méi vé du dodn s6 ngudi nhiém thuc té tai 11
nuwdc Chau Au. M6 hinh ctia ho nhan dinh tinh téi ngdy 28 thdng 03, tai Y va
Tay Ban Nha, 1an lugt cé the di c6 5,9 triéu va 7 triéu nguwdi di bi nhiém (xem
bang). Tai Dtrc, Ao, Pan Mach va Na Uy c6 ti suat nhiém thap nhat (ti 1& ctia
nhirng nguwdi da nhiém trong dan so). Nhitrng so6 liéu nay cho thay phan trim
s0 ngudi tir vong tai Y bdi nhiém COVID-19 cé thé vao khoang 0,4% (0,16%-
1,2%).

Moscow va Lagos (21 triéu d4n) tién hanh phong téa dit nwéc.

Khiing hoang do COVID-19 khién nhitng nha linh dao chinh tri tai Péng Au
c4n nhic trong viéc lap phép, trao thém cho ho nhirng dic quyén. Trong mot
trudng hop, mot lust da dugc thong qua kéo dai tinh trang khan cip vo thai
han.
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SARS-CoV-2 di lay lan trong tau sin bay USS Theodore Roosevelt. Thuyén
trudng clia tau, Dai t4 Brett Crozier, giri mot email dén ba d6 déc cip trén ctia
6ng, dé nghi dwoc phép so tén tht ca thiy thii khong can thiét, & cich ly cc
ca nhiém COVID-19 va khir triing toan b con tau. “Ching ta dang khéng cé
chién tranh. Thiy tha khéng cin phai chét,” - trich 15i Dai t4 Crozier trong 14
thu 4 trang ctia minh. L4 thu b 16 ra cho truyén thong va 12 tién dé cho nhiéu
bai bdo. Ba ngay sau, ngay 02 thiang 04, Dai t Crozier bi cich chirc.

Sau d6, xét nghiém 94% thiy thi tau - gAn 4 800 ngudi cho thiy khoang 600
thily tha da nhidm bénh, phan 16n trong s ho, khoang 350 ngudi khéng cé
triéu chirng.

Tha tw, ngay 01 thiang 04, 2020

Ngudi dirng dau Lién hiép quéc canh bdo dai dich virus Corona gy ra “cudc
khiing hoang tdi té nhat” ké tir Chién tranh thé gidi tha 2.

Th nam, ngay 02 thang 04, 2020

Thé gi6i d ghi nhén hon 1 triéu ca nhidm. Con s6 thuc s ¢6 thé con cao hon
nhiéu (xem bi bdo ctia Flaxman céng bb ngay 30 thang 03).

Béo chi Chau Au bit dAu ly giai tai sao Ptic lai c6 it ca tir vong do dich COVID-
19.

Thit sdu, ngay 03 thiang 04, 2020

Mbt s6 nha kinh t& d4 canh bao vé nan thit nghiép c6 thé vuot mic cudc Pai
Khiing hoang vio nhitng nim 1930. Tin t&t 13: hAu hét tit ca c4c chinh phi déu
déanh gia viéc ciru vai chyc hay vai tram nghin sinh mang quan trong hon viéc
tranh mot cudc suy thodi kinh té trim trong. Phai ching nhan loai di mang
tinh nguwdi hon?

Le Monde, tod b4o c6 quyén luc nht ciia Phép, chi ra nhitng tic dung phu tran
tuc cta dich bénh. Vi thg hét téc bi cAm 1am viéc, viéc nhudm va cit téc sé bi
dinh tré. T bdo con tién doén ring “sau 2 thing, 90% ngudi téc vang s& bién
mAt khoi b mit Trai dat”.

Th bay, ngay 04 thang 04, 2020

Tai Chau Au, nhirng tia hi vong bit dau xuét hién. Tai Y, s6 ngudi dugc chira
tri trong don vi chidm séc tich cwc da giam xudng lan dau tién ké tir lic bit

dhu dich.
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Tai Phép, 6 800 bénh nhé4n dang dugc didu tri tai don vi chim séc tich cue.
Hon 500 ngudi trong s6 bénh nhan ndy di dwoc di tan tir cc bénh vién viing
tam dich nhu Alsace va Paris dén nhirng viing c6 s6 ca nhiém COVID-19 thip
hon. TAu siéu tdc TGV hay mdy bay chuyén dung da dugc diing & chuyén ché
bénh nhan.

3994

Hinh 2. S8 bénh nhan duoc diéu tri tai don vi hdi stre tich cuc & Y. Lan du tién ké tir khi bat d3u dich,
s6 lwvong da gidm vao ngay 04 thang 04. Ngudn anh: Le Monde

Lombardy quyét dinh tir ngdy 05 thing 04, moi ngudi phai deo khiu trang
hozc khin choang. Siéu thi phai cung cip ging tay va gel rira tay chtra con cho
khach hang.

Mot chinh tri gia ngudi Y, it bi anh huéng bédi cac 1y 1& khoa hoc, ciing nhuw
mét vai cdng su ciia dng ta tai M§ va Brazil, d@ nghi nha thy mé cira vao dip 18
Phuc Sinh (12 théng 04), cho ring:"khoa hoc thdi thi chua du: con cin ¢ vi
chta nhan tr”. Giéng nhu ngudi Phép thudng ndi: “Heureux les simples
d’esprit” (tam dich: S6ng don gian cho ddi thanh than).

Chu Nhit, ngay 05 thang 04, 2020

Tbng Y si Hoa Ky canh béo dat nudc vé viéc d6i mit véi mot “khoanh khic
Tran Chau Cang” trong tuan sau.

M§ tré thanh tdm dich méi ctia COVID-19. Vo thdi diém viét bai ndy (ngay 05
théng 04), c6 hon 300 000 ca bénh va gin 10 000 ca tir vong d3 dugc béo cdo.
Gan mét nira trong sb d6 12 tir New York va New Jersey.
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Th ba, ngay 07 thiang 04, 2020

Chét lugng khong khi dugc cai thién tai Y, Anh va Dirc, ndng d6 khi carbon
dioxide va nitrogen dioxide sut giam. Liéu nghién ctru hdi ciru phén tich tic
dong cua viéc phong téa hién tai c6 1am gidm sb ca hen suyén, nhdi mau co
tim va bénh phdi hay khong?

Tha tw, ngay 08 thiang 04, 2020

Nhat Ban tuyén bé tinh trang khin c4p, Singapore ra 1énh phong téa mot phan
dat nuéec.

Tai Vii Han, ngudi dan dwoc phép ra khéi thanh phd, 1an dau tién ké tir khi
thanh phd bi phong téa 76 ngdy trudc dé.

The Guardian ph4t hanh tdi liéu vé& c4c mbc thdi gian dwoc thu thap ki
lwdng:”Coronavirus va 100 ngay thay doi thé gidi.”

Th nam, ngay 09 thang 04, 2020

Céc bd trudng tai chinh ciia cic qudc gia thudc Lién minh chau Au ddng y mot
ké hoach khén c4p chung d& han ché anh huéng cia dai dich virus Corona lén
kinh té chau Au. Mt ké hoach hanh déng tri gi4 hon 500 ti Euro cho céc quéc
gia chiu anh hwéng nang né nhat béi dai dich.

Hanh khéch di chuyén bing dudng hang khong da giam dén 95%. S& c6 bao
nhiéu trong s6 700 hiang hang khéng con tru lai dugc trong vai théng t4i? Liéu
su gian doan di chuyén bang dwdng hang khong hién tai cé lam thay doi hanh
vi di chuyén trong tuwong lai cia ching ta hay khéng?

Pai dich dang tin phé4 nén kinh té ctia M§y. Hon 16 triéu ngudi My da nop don
xin hudng trg cap that nghiép trong ba tuan vira qua.

Tht sau, ngay 10 thang 04, 2020

Diéu tri COVID-19 chi tén mét d6-la mi ngay? Céc nha nghién cttu tir Anh, My
va Uc da wdc tinh chi phi mét 1an diéu tri cho mét bénh nhén vio khoang 1
dén 29 d6-la.

Tin nhén tir dién thoai ctia ban: “Ban d3 tiép xdc ai d6 dwong tinh véi virus
Corona.” Google va Apple tuyén b8 ho dang xay dwng mét hé théng theo doi
virus corona trén i0S va Android. N& luc chung ctia ho s& cho phép str dung
c6ng nghé Bluetooth dé thiét 14p mot mang lwéi truy vét tw nguyén. Ung dung
chinh thic tir co quan sitc khée cong dong sé c6 thé truy cip dir lidu trén cac
dién thoai gin nhau (Geogre Orwell dang d6i md song diy). Néu ngudi ding
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théng béo ho di dwoc chin dodn mic COVID-19, hé théng sé canh bdo moi
ngudi d tiép xdc gin v6i ngudi nhiém.

Tay Ban Nha phat hién trang COVID Reference. Chi trong 24 gid, hon 15 000
ngudi tai vé ban PDF tiéng T4y Ban Nha. Ldi giai thich duy nhit: mét nén tang
truyén théng khéng 16 da ding dwdng din cubn sich ciia chiing t6i. C6 ai biét
ai d4 1am diéu d6 khong?

Right now
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Hinh 3: Dt liéu
tir Google Analytic cho www.CovidReference.com ngay 10 thang 04. C6 lic hon 500 ngudi chl yéu
tlr Tdy Ban Nha, da ghé tham trang web cla ching téi cling luc.

Thit bay, ngay 11 thang 04, 2020

Hon 400 trong tdng s6 700 don vi chim séc dai han (EHPAD in French,
Etablissement ~ d’Hébergement pour Personnes Agées Dépendantes) & Paris (dan so
10 triéu) da c6 ca nhiém COVID-19.
Tai Y, 110 bac si va khodng 30 nhan vién bénh vién da tir vong vi COVID-19,
mét nira trong sb ho 13 didu dudng.

Chti nhat, ngay 12 thang 04, 2020
L& Phuc sinh nim 2020. Y ghi nh4n 361 ca tir vong m&i, con s6 thip nhit trong

vong 25 ngay qua, trong, khi Tay Ban Nha ghi nhin 603 ca tir vong, giam hon
30% so vdi con sb cao nhét ctia 10 ngay trudc.
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Daily number of COVID-12 deaths
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Hinh 4. S6 ca t&r vong mdi ngay do COVID-19 tai Y (dd) va Tay Ban Nha (xanh).

Vuong qudc Anh ghi nhan s ca tir vong trong ngly cao nhét 1én dén gin 1 000
ca. S ca tir vong c6 lién quan den COVID-19 dugc béo cdo da vugt qua 10 000
ca. Tai mdt s& nudc khéc, con s8 thuc té c6 thé cao hon mét chit do chwa tinh
hét s6 bénh nhan tir vong tai noi chim séc.

s ca tir vong lién quan dén COVID-19 tai M§ vurgt mdc 22 000 ca, trong khi sb
ca mic bénh 1én dén hon 500 000 ngudi. Tai New York, mot vai ddu hiéu cho
thdy dai dich d3 gan cham dén dinh.

Tha hai, ngay 13 thang 04, 2020

bai dich COVID-19 bc 16 nhirng yé'u diém trong van hanh dat nwéc, khéng
chi & Brazil. T& bdo Le Monde ctia Phép tiét 16 c4c thanh phan: chéi bé thuec tai,
tim kiém vat té thin, kiém soat truyén théng, dép tit cdc tiéng néi bat dong,
chinh tri héa, cht nghia c6 l4p va tim nhin ngin han truéc mét thich thic y
té 16n nhit trong nhidu thép ki gin day. Thii pham?

Emmanuel Macron tuyén b kéo dai phong téa thém mét thang tai Phép.
Chi tir thir hai, ngly 11 théng 05, vién dudng ldo, trudng tiéu hoc va trung hoc
s& din mé cira lai, nhung dai hoc va sau dai hoc vin chwa. Quan ca phé, nha
hang, khéch san, rap chiéu phim va c4c hoat déng vui choi giai tri khic sé tiép
tuc déng cira sau ngay 11 thang 05.

Thit ba, ngay 14 thang 04, 2020

Ao 12 qudc gia chau Au dAu tién néi 16ng 1énh phong téa. Ao cho phép mé
clra céc clra hang ban xe hoi va xe dap, rira xe, cic clra hang vit liéu xay dung,
st va gb, ctra hang tu phuc vu va vudn hoa (bat ké quy mé) ciing nhu cic cira
hang nho véi dién tich dudi 400 mét vudng. Cac cira hang nay phai dam bao
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chi c6 mét khéch trén 20 mét vudng. Tai Vienna, 4 600 cira hang dwgc mé cira
tir hém nay. Thdi gian mé& cira bi gii han tir 7:40 sang dén 7:00 t6i. K& hoach
cho thdi gian téi:
e Ngy 01 théng 05: T4t ca cira hang, trung tAm thwong mai, hiéu lam
téc m& cira lai (xem thém ngay 03 thing 04, trang 32)
e  Ngdy 15 thdng 05: C4c dich vu khdc nhu nha hang va khach san tiép
tuc déng cira dén it nhat giira thang Nam.
e  Saungay 15 théng 05: C6 thé m& cira trudng hoc.
e Thang 07: c6 thé nhung khong chic chin - tb chirc céc hoat dong moi
thé loai (thé thao, 4m nhac, nha hat, rap chiéu phim ...)
C6 quy dinh chung bit budc deo khiu trang khi mua sim va str dung phwong
tién cong cong.
Quy tién té thé giéi (IMF) dw doan GDP toan ciu s& gidm 3% trong nim
2020. Chura loai trir kha niing sut giam nhidu hon & nim 2021. Cudc suy thodi
kinh té t& nh4t ké tir Pai Suy thodi nim 1929 s& ching chira mét chau luc no.
Trong mdt cudc khung hoang chua tirng c6 tién 1¢ & thdi binh trong gin mét
thé ki qua, c4c quéc gia thudc khu vire ddng euro, Vuwong quéc Anh va My sé
sut giam hoat dong kinh té tir 5,9% dén 7,5%. Nén kinh t& Trung Qudc dwoc ki
vong sé tang trudng khoang 1%.
Tai My: Co quan kiém soat bénh tat - CDC, b4o c4o hon 9 000 nhén vién y té da
nhidm COVID-19 va it nhit 27 ngudi da tir vong. Tudi trung vi 13 42 tudi va
73% 1 nit. Tt vong chi yéu xdy ra & nhan vién y té = 65 tubi.

Tha tw, ngay 15 thang 04, 2020

Philip Anfinrud va Valentyn Stadnytsky tir Co quan Y t& Quéc gia, Bethesda,
b4o cdo mot thi nghiém tin xa 4nh séng laser trong d6 céc giot bin tao ra tir
viéc néi chuyén va quy dao ctia ching dwoc tai hién. Ho thiy ring khi mét
ngudi néi “Giit strc khée”, vo sb giot bin kich thudc tir 20 dén 500 um dwoc
tao ra. Khi cum tir ndy dugc thét 1én ba 1dn qua mét khin wét che miéng, sb
lwong giot bin khéng khac biét nhidu so v6i méi trudng xung quanh. Tac gia
ciing thiy ring s lwong giot bin ting 1én cling v&i d6 to ciia giong néi. Théng
diép m&i cho hang ty ngudi gitra dai dich COVID-19 13: Ha giong xudng di!

Thi sau, ngay 17 thang 04, 2020

Luiz Inécio Lula da Silva, ciru tdng théng Brazil cho ring tng théng hién tai
dang dua Brazil vao “lo mo6” vé&i cach xir ly vo trong nhiém trong dich virus
corona. Trong mdt bai phdng van véi The Guardian, Lula néi rang cac lanh dao
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“t6i c6” ctia Brazil dang lidu linh lip lai nhitng khung canh tan khéc & Ecuador
khi c4c gia dinh phai vitt x4c ngudi than ngoai dudng phd.

Trén tau sin bay Charles-de-Gaulle, mot dot biing phét dich 16n trong sb 1
760 thay tha, 1 046 (59%) dwong tinh véi SARS-CoV-2, 500 (28%) cé triéu
chitng bénh, 24 (1,3%) thity thil phai nhap vién, 8 thiy thii cin hd trg oxy va 1
ngudi cin dugce chim séc tich cure.

Th bay, ngay 18 thang 04, 2020

Thu tudng Angela Merkel dién thuyét trén tivi, 13 1An d3u tién sau 14 ndm lam
viéc & vidn phong. Ba 4y mé ta cudc khing hoang coronavirus “nhu 1a mot thir
thach 16n nhat ké tir sau Thé Chién thi 2” va kéu goi ngudi birc:"bay la viéc
hé trong. Hay d6i phé mot cach nghiém tac.”

Care England, dai dién 16n nhét cho céc co s& chiam séc strc khée, cho ring c6
dén 7 500 ngudi c6 thé da chét vi COVID-19. Piéu ndy c6 vé cao hon con sb 1
400 ca tir vong dugc chinh pht wéc tinh.

Chi riéng tai Catalunya, khoang 6 615 nhin vién bénh vién va thém 5 934
ngudi tai co s& chdm séc nguwoi gia dwgc nghi ngd hodc da xac dinh nhiém
COVID-109.

Chti nhat, ngay 19 thang 04, 2020

Daily number of COVID-19 deaths
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Hinh 5. S6 ca tlr vong do COVID-19 tai Dirc (xanh 1a) va Anh (den)

Giao thong hang khéng tai Chau Au d4 gidm manh hon 95% nhu dwgc thé hién
trong video sau bé&i The Guardian:
https://www.youtube.com/watch?v=I0VP203c4Gw
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Tha hai, ngay 20 thang 04, 2020

Lin dAu tién trong lich st, chi sb West Texas Intermediate (WTI) - tiéu chudn
cho gia diu & My, da giam xudng dudi mirc 0. Tai mot sé hop ddng, gid tut
xudng dén 4m 34 d6-la (-34 euro). Sau gin hai thang suy thoi lién tuc cua thi
trudng diu mé, tinh hudng vé 1y nay 13 két qua cua dai dich COVID-19 - khién
nhu cAu gidm t6i 30%. Khi céc giéng dau tiép tuc san xuit, ching cé noi ndo dé
dy trir diu va cdc nha du tu sin sing tra tién dé tong khi ching di.

L2 hdi Oktoberfest ctia Ptrc bi hily bo. L& hoi bia mang tinh biéu twgng niy,
con dwoc biét dén vdi céi tén thong thudng 13 Die Wiesn hodc “ddng ¢6”, thu
hit khoang 6 triéu ngudi tham quan tir khip thé gi6i. Pugc té chirc trong hon
2 tudn (Thang Chin/Muwdi), bén trong nhitng chiéc 18u chit ctirng kém nhirng
chiéc ban gd dai, noi moi ngudi dn mirng véi thirc in truyén théng, nhay mua,
bia vA quén 4o. Thiét hai cho thanh phé Munich dwgc dw do4n vao khoang
mét ti euro.

Tht ba, ngay 21 thang 04, 2020

B4o T4y Ban Nha EI Pafs xut ban mét bai bdo tdng quét vé cudc chién giira
SARS-COV-2 vi co thé con ngudi: “Asi es la lucha entre el sistema inmune y el
coronavirus.”jFantastico!

Co quan Nghién ctru Ung Thu Anh Quéc béo c4o ring ctt mdi tuln, sé c6 2 300
ngudi v4i cac triéu chirng ung thu khong dwgc ddnh gid niva. Khdm sang loc
ung thu vii va tir cung hon 200 000 phu nit mi tuan da bi huy. Theo Hdi Tim
mach Anh, s§ ngudi nghi c6 con dau thit nguc d&én phong cip ctru bénh vién
trong théng 3 giam 50%. Sut gidm 50% ddng nghia vé&i x4p xi 5 000 ngudi so
v&i s6 ngudi dwgc dy tinh mdi thang, hoic hon 1 100 ngwdi mbi tuln, c6 thé
¢6 céc triéu chirng ctia nhdi méu co tim khéng dén kham tai Khoa C4p ciru.”
Liéu chiing ta c6 tim ra dugc s6 liéu bénh tat va tir vong 4n sau dich COVID-19
vGi hang triéu nguwoi khong thit sy tir vong vi coronavirus, ma vi nhitng
nguyén nhan khic - nhitng bénh c6 thé diéu tri dwoc?

Th& nam, ngay 23 thang 04, 2020

Chuyén hai dai dich, khi mét téng théng dwoc biét dén véi thanh tich khoa
hoc nghéo nan, phéng doan trong lo ldng vé viéc “tiém” “chit khir tring” dé
chira COVID-19.

Chu nhat, ngay 26 thang 04, 2020
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Thanh phé Vil Han tuyén b tit ca cic ca nhiém COVID-19 déu di dugc xuit
vién.

Tha hai, ngay 27 thang 04, 2020

Liéu gen c6 quyét dinh dén cac triéu chitng nhidm coronavirus? Sau nghién
clru 2 633 céc cip anh chi em sinh d6i d3 dwoc chin doan nhiém COVID-19,
mdt nhém tir Pai hoc King tai London bao cdo rang triéu chirng ctia COVID-19
khoang 50% lién quan dén yéu t6 di truyén (sbt, tiéu chay, mé sang, mét vi -
khiru gi4c®®). Hién tai vin chuwa rd méi quan hé va mirc d6 lién quan ciia céc ca
tir vong trong nhém sinh d6i cling trirng c6 thé lién quan dén yéu t6 di truyén

Thir Sau, ngay 01 thing 05, 2020

Mbt xét nghiém SARS-CoV-2 méi c6 thé x4c dinh dwgc ngudi mang virus
trwdc khi ho c6 kha ning ldy nhiém, theo bdo cdo ctia The Guardian. Xét
nghiém mau nay sé c6 thé phét hién sy hién dién cua virus sém nhét trong
vong 24 gid sau khi nhidm bénh - trudc khi moi ngudi xuit hién céc triéu
chitng va vai ngdy trwéc khi ngudi mang mdm bénh dwoc coi 1 cé kha ning
lay truyén sang ngudi khéc.

Chu nhit, ngay 03 thiang 05, 2020

Roche dugc Co quan Quan ly Duge phdm va Thuc phdm Hoa Ky phé duyét sir
dung khén cip cho xét nghiém khang thé, Elecsys Anti-SARS-CoV-2, c6 d6 diic
hiéu khoang 99,8% va d6 nhay 100%.

Tha hai, ngay 04 thang 05, 2020

Y dang thén trong néi 1ong cac bién phap phong téa. Ngudi dan c6 thé di chay
b6 nhung khong dwoc di bién; ho c6 thé luét séng nhung dugc boi; va ho cé
thé thim ho hang hoc 16p 6, nhung duwgc thim ban beé, ngudi yéu hay tinh
nhén.

Mbt bénh vién & Phép da kiém tra lai cic mAu bénh phim cii tir bénh nhan
viém phdi phat hién ra ring ho da diéu tri cho mot ngudi dan 6ng bi nhiém
coronavirus vao ngay 27 thdng 12, moét thang trudc khi chinh phu Phap xéac
nhin cic trudng hgp dau tién.

> Williams FMK et al. Self-reported symptoms of covid-19 including symptoms most
predictive of SARS-CoV-2 infection, are heritable. MedRxiv 27 April (accessed 8 May
2020). Abstract: https://www.medrxiv.org/content/10.1101/2020.04.22.20072124v2
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Céc nha nghién ctru tir Pai hoc Bonn, Dtic, bio cdo mét nghién ctru dich t& hoc
g0m 919 ngudi tir Gangelt, mdt thi trin nhé ciia Dirc da trai qua mot sy kién
siéu lay nhiém (I& hdi Carnival). 15,5% bi nhiém, véi ty 1é tir vong vi nhiém
triing wéc tinh 13 0,36%. 22% ngudi nhiém bénh khong cé triéu chirng.

Thit ba, ngay 05 thang 05, 2020

Neil Ferguson, nha dich t& hoc tai Pai hoc Hoang gia, tir bé tuw cach 1 thanh
vién ctia Nhém tw vin khoa hoc vé tinh trang khin cip (SAGE) ctia chinh phu
Anh vi “mét sai 1dm trong nhan dinh”. Mot t& bdo di bio céo ring anh ta
khéng ton trong cic quy tic kiém soat dich bénh (md chinh anh ta d3 gép
phin thiét 1ap!) thé hién qua viéc it nhit hai 1an qua lai v&i mot phu nit 38 tudi
tai nha ctia anh ta.

Anthony Fauci, gidm déc Vién Dj (rng va Bénh truyén nhiém Quéc gia Hoa Ky,
néi ring khong cé bing chirng khoa hoc ndo chirng minh ly thuyét ring
coronavirus dwoc tao ra trong phong thi nghiém Trung Qudc hoic bi rd ri tir
phong thi nghiém sau khi dwgc thu thép tir tw nhién (CGTN).

Thit tu, ngay 06 thang 05, 2020
8 ngudi chét chinh thirc COVID-19 & Anh vurot qué 30.000.

Th nam, ngay 07 thang 05, 2020

Theo dir liéu do Bd Lao ddng Hoa Ky cong bd, hon 33 triéu ngu’dl My da nop
don xin trg cAp thét nghiép 1in dAu. Pidu ndy tuong tng véi gin 21% tdng
lwgng ngu i lao dong trong thang ba.

Chi c6 15 quéc gia trén thé gisi chua chinh thirc béo cdo trwdng hgp COVID-19
cho WHO, cu thé 13: Bic Tridu Tién, Turkmenistan, Kiribati, Quan dao
Marshall, Micronesia, Samoa, Ddo Salomon, Tonga, Tuvalu, Vanuatu, Do
Cook, Nauru, Niue , Palau va Lesotho. (Ching tbi biét rfing Bic Tridu Tién dang
gian 1an, va Turkmenistan va Lesoto khong thé phii nh4n 1au dai. N6 13 mét dai
dich thuc su!)

Theo s6 liéu ctia Vin phong Théng ké Quéc gia, ngudi da den c6 nguy co tir
vong vi COVID-19 cao gip bdn lan so v&i ngudi da tring.

Thit sdu, ngay 08 thiang 05, 2020

Sau nhitng y nghi vién véng (tiéng Pirc: Hirngespinste; tiéng Phap:
élucubations; tiéng Y: Visioni; tiéng TAy Ban Nha: fantasfas) vé
hydroxychlorogine va tiém thuéc khir tring, hdm nay la ngay COVID-19 sé
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“bién mit ma khéng cin vic-xin”. Nhitng dién bién ding budn cta dai dich
coronavirus hién da tich lily dii bing chirng cho thiy c4 nhén d6 khéng tin vao
nhitng gl anh ta néi. Cic cich néi phi ngdn ngit dugc sip xép cin than va cin
thoi diém hop 1y chi nhim mét muc dich t8i thuong: tiép tuc cAu sy chd y clia
truyén théng. Than 6i, c6 mot khia canh thdm chi con bi tham hon caa vé
kich: Tai sao trén thé gidi, truyén thong thé gi6i lai khing khing néi vé ca
nhan nay? Tai sao chiing ta khong thé doc tin ttirc ma khong thiy mit anh 4y
mdi ngay? Tai sao ching ta khong thé don gian 13 1am hin totschweigen?
(Totschweigen 1a mét dong tir tuyét vdi ctia Duic: 1. tot dead; 2. schweigen im
ling; 3. totschweigen 1am cho ai 6 im ling nhu chét - tiéng Anh: to hush up;
tiéng Phép: passer sous silence; tiéng Y: fare come se non esistesse, tiéng Tay
Ban Nha : ndo falar em alguém)

HOm nay, ching toi thwc hién mét 161 hira vui vé: ching téi sé khéng bao gic
néi vé c4 nhan d6 nira, ngay ca vio ngdy anh 4y chét.

Chu nhit, ngay 10 thiang 05, 2020

Ngudi Y dang kinh hoang truéc phan ing véi coronavirus ciia Vong quéc
Anh, The Guardian cho biét. Chang phai ngau nhién khi Anh va My 1a c4c nuéc
that bai tham hai nhat trudc coronavirus?

T4t ca moi thir ban luén mudn biét vé 4m tinh gia va dwong tinh gia * (*
nhung ngai héi) hién dugc tém tit trong 10 bwc tim hiéu vé khéng thé
COVID-19. C4c mau sic sé gitip ban ghi nhé duwong that, duong gia cling nhu
am that va 4m gia.

T& bo hay nhit T4y Ban Nha El Pafs xuit ban ‘ccu ccg ccg gea - 12 chiv cai da
thay doi the gidi. (Néu ban biét tiéng Tdy Ban Nha, hay doc thir.)

Tht hai, ngay 11 thang 05, 2020

Phép nédi 16ng cc bién phap phong téa diu cho cam gidc khong chic chin vin
con. T& bo Le Monde béo céo ring theo s6 lidu chinh thirc 8 674 xét nghiém
dwong tinh méi d6i véi SARS-CoV-2 da dwoc ghi nhan tir ngdy 1 d&én ngay 9
théng 5. Nha dich t& hoc Daniel Lévy-Bruhl, ngudi dirng dau don vi nhiém
tring duwdng hé hip cua Santé Publique France (Vién Y té cong céng Phép)
wéc tinh con s6 thuc té c¢6 thé cao gip hai hodc ba 1dn (3.000 dén 4.000 ca
nhidm méi mdi ngdy) - bt chip cac bién phép kiém so4t dich bénh, gian c4ch
x3 hoi va céch ly tip trung.

Th ba, ngay 12 thiang 05, 2020
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MMWR xuit ban mét béo cdo vé ty suit tAn cong cao clia SARS-CoV-2 sau tiép
xUc, tai mot ca doan.

Thit tu, ngay 13 thang 05, 2020

C6 bing chitng cho thiy Trung Quéc dang kidm duyét COVID Reference. Dit
liéu Google Analytics ctia hai chuc trang web, ca y t& (Amedeo, Free Medical
Journals, FreeBooks4Doctors) va phi y té (TheWordBrain, Ear2Memory, Gi-
gaSardinian, GigaMartinique, SardoXSardi, Polish Yiddish and ItalianwithEli-
sa, cling c4c trang khéc) cho thiy s lwot truy cip, Trung Quéc ludn ndm trong
s6 10 qudc gia din dAu, tao ra tir 3,3% dén 14,8% lwong truy cip trang web
(xem https://covidreference.com/censorship).

Nhung v6i COVID Reference thi khong. Sau tuin sau khi ra m3t COVID Refer-
ence, Trung Qubc dirng thir 27, sau Paraguay, chiém 0,39% lugng truy cp
toan clu. C6 ai d6 dang dirng giita COVID Reference va Trung Qubc (Hinh 6)
phai khéng?

25. E= CostaRica 790 (0.42%)
26. = Paraguay 744 (0.40%)
27. @ China 727 (0.39%)
28. = Netherlands 716 (0.38%)
29. mm Russia 613 (0.33%)

Hinh 6. Dt liéu Google Analytics cho www.CovidReference.com vao ngay 13 thing 5. Sau tuan sau
khi ra mat COVID Reference, Trung Qudc dirng thir 27, sau Paraguay va ngay trén Ha Lan va Nga.

Thi sau, ngay 15 thang 05, 2020

Trong mot bai blog ddng nhé trén Tap chi Y hoc Anh, Paul Garner, gido sw
bénh truyén nhiém tai Trudng Y hoc Nhiét d&i Liverpool, da thao luin ve trai
nghiém COVID-19 ctia minh khi “trdi qua nhitng thing tram vé bénh tat, cam
xUc tét cung va kiét sirc cuc d6”

Mbt thi nghiém video sir dung 4nh séng den va chit huynh quang cho théy vi
khuén c6 thé lay lan nhanh nhu thé ndo trong cic méi trudng nhw nha hang
va tau du lich: www.youtube.com/watch?v=kGQEuuv9R6E.

Th bay, ngay 16 thang 05, 2020
Mot loai virus méi cé kha ning lay nhiém cao va cé kha ning gy tir vong cao
dugc phat hién & birc: SADS, Hbi chirng mat tri nhé cap tinh ning. Hoi chirng
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méi bidu hién nhw mét mong mudn khong thé dap tit dé phét 1o su nguy
hiém ctia COVID-19. Tai nhiéu thanh phé ctia trc, mot lién minh khéng twéng
tran ra dudng phd - nhitng ké cic doan canh ta va cdnh hiru, nhirng ké bai Do
Théi, nhitng ngudi theo thuyét 4Am muu va nhitng ké chdng vic xin - doi
quyén dugc séng va dugc chét ma khéng phai gidn cich xa hoi va deo khiu
trang. Chinh pha Dirc ngay 14p tirc thong bido cho WHO.

Tht hai, ngay 18 thang 05, 2020

Merkel va Macron cong b ké hoach vién trg 500 ti euro cho viéc tai thiét chau
Au (El Pafs).

Moderna théng b4o ring vic xin thir nghiém mRNA-1273 d4 tao ra khang thé
& tém tinh nguyén vién khoe manh tir 18 dén 55 tudi. Mitrc d6 khéng thé trung
hoa pht hgp hoic virgt mirc tim thiy & nhirng bénh nhén da hdi phuc sau
nhiém SARS-CoV-2 (The Guardian).

Thit tu, ngay 20 thang 05, 2020

Sau mét & dich coronavirus biing phat, chinh quyén Trung Quéc da phong téa
thanh phd Thu Lan, véi gin 700.000 dan sat bién gidi Nga, 4p dung c4c bién
phdp tuong ty nhu cdc bién phép dugc st dung & Vit Han (The Guardian).
Google va Apple phat hanh Hé théng Théng bdo phoi nhidm ¢ théng béo cho
ngudi ding vé tinh  trang phoi  nhiém  coronavirus:
https://www.google.com/covid19/exposurenotifications.

Chting t6i phét hién ra mot trang web cip nhit lién tuc nhirng ngudi nhiém
bénh & Hong Kéng dang & dau: https://chp-dashboard.geodata.gov.hk/covid-
19/en.html (Hinh 7). Khéng nghi ngd gi khi ban kiém soat ngudi nhiém bénh
cang chit ché, ban cang d& phai han ché ngudi khéng bi nhiém bénh hon. 6
chau Au, c4c bién phép nghiém ngit nhu dwoc 4p dung & Hong Kéng va Han
Quéc hién khong phit hop véi lust phap hién hanh vé quyén riéng tu.

Kamps - Hoffmann


https://covidreference.com/vn
http://www.bsk1.com/
https://www.researchgate.net/profile/Christian_Hoffmann8
https://elpais.com/internacional/2020-05-18/merkel-y-macron-presentaran-una-iniciativa-conjunta-para-la-reconstruccion-de-la-ue.html
https://www.theguardian.com/society/2020/may/18/first-human-trial-results-raise-hopes-for-coronavirus-vaccine
https://www.theguardian.com/world/2020/may/19/china-puts-city-of-shulan-under-wuhan-style-lockdown-after-fresh-covid-19-cases
https://www.google.com/covid19/exposurenotifications
https://chp-dashboard.geodata.gov.hk/covid-19/en.html
https://chp-dashboard.geodata.gov.hk/covid-19/en.html

Timeline | 285

@ Latest Situation of Coronavirus Disease (COVID-19) in Hong Kong

Hinh 7. Anh chup man hinh cta “Tinh hinh m&i nhat vé bénh coronavirus (COVID-19) tai Hong Kong",
https://chp-dashboard.geodata.gov.hk/covid-19/en.html.

Th& nam, ngay 21 thang 05, 2020

Trung tdm kiém soat va phong ngira dich bénh (CDC) théng béo ring chudt
dwra vio thye phim va chit thai do c4c nha hang va céc co s& thwong mai khéc
tao ra, viéc déng cira da din dén tinh trang thiéu lwong thuc giita céc loai gim
nhim, dic biét 13 & cic khu vurc thwong mai sim uit. CDC canh béo vé hanh vi
bat thwdng hodc hung hing & cac loai gdm nhim.

SARS-CoV-2 s& két lidu sé phan ctia Airbus A380? Air France chon cich chdm
dirt hoat déng ctia méy bay, dugc danh gi4 13 qua tén kém, qui 6 nhidm va
khéng mang vé du lgi nhuan (Le Monde).

Thi sdu, ngay 22 thang 05, 2020

Zhu v cng su cong bé tinh an toan, kha ning dung nap va kha niing tao mién
dich ctia mét loai vic xin cho COVID-19 tir Vector Adenovirus tai t& hgp tuyp
5.

Fafi-Kremer 2020 va cong su cong bd mét 4n phim chura qua binh duyét Ddp
1tng huyét thanh ciia nhiém SARS-CoV-2 trén nhdn vién bénh vién, mdc bénh nhe tai
mién déng nuéc Phdp, bdo cdo rang cac khang thé trung hoa chong lai SARS-
CoV-2 da dugc phat hién trong hiu hét cic nhén vién bénh vién (n = 160) dwoc
14y mAu tir 13 ngdy sau khi khéi phét céc triéu chiing COVID-19 (xem thém Le
Monde).

Th bay, ngay 23 thang 05, 2020
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Tai Lower Saxony, Dirc, 50 ngudi dang dwgc cach ly sau khi dich bénh bung
phat tai mot nha hang (Der Spiegel).

Tai Frankfurt, Dirc, cac nha chirc trach bdo cdo hon 40 ngudi bi nhiém SARS-
CoV-2 sau mot budi 1€ ton gido (Der Spiegel).

Thit tu, ngay 27 thang 05, 2020

Céc nha thiét ké Colombia chuln bi giwrdng cho bénh vién bing bia cting, ¢6
thé gip d6i lai thanh quan tai (The Guardian).

Andrzej Krauze xuit ban mdt phim hoat hinh v& hau qua cta dai dich COVID-
19.

Chu nhat, ngay 31 thang 05, 2020

Hon 50 triéu ngudi trén khip Hoa Ky c6 thé bi d6i néu khéng c6 s trg gidp tir
cac ngin hang thyc pham hodc co s6 vién trg khac (Feeding America).

Thit tu, ngay 03 thang 06, 2020
Véi hy vong citru nganh céng nghiép du lich ctia minh, Y mé lai bién giéi.

Tha ba, ngay 04 thiang 06, 2020

The Lancet tao nén médt trong nhitng pha rit lai bai ding 16n nhét trong lich
stt hién dai (The Guardian).

Thit sdu, ngay 05 thang 06, 2020

Céac Nghién ciru vién chinh cta thir nghiém RECOVERY bdo cdo khoéng cé lgi
ich 1am sang tir viéc st dung hydroxychloroquine & bénh nhin nhép vién vi
COVID-109.

Thit bay, ngay 06 thang 06, 2020
The Guardian bio céo ring gin 600 nhan vién y té Hoa Ky da chét vi COVID-19.

Chu nhit, ngay 07 thiang 06, 2020

Ba sur kién siéu lay nhiém trong mét vin phong, mét nha hang va mét xe buyt
cho thiy SARS-CoV-2 ¢6 thé d& dang lan truyén trong khoang cich hon 1 mét.
Bai b4o cua El Pais rat dang dé xem, ngay c khi ban khéng hiéu tiéng Tiy Ban
Nha: https://elpais.com/ciencia/2020-06-06/radiografia-de-tres-brotes-asi-se-
contagiaron- y-asi-podemos-evitarlo.html.
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