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Tuyén bé mién triy trach nhiém

COVID la mét linh vy'c mdi va dang thay d01 nhanh chéng. Cac tac gia va bién tap
vién ctia CovidReference.com di no lire hét sirc dé cung cAp nhing thong tin
chinh xic va day da ké tir 1an xuét ban dAu tién. Tuy nhién, trong bdi canh
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qua tir viéc st dung thong tin trong tai liéu nay.
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sttc khée, hay lién hé védi bac si.
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Ldi néi dau

Mudi bay ndm trudc, vao lic bung phat dich SARS, ching t6i da
quyét dinh viét mét vin ban y khoa ngn tém tit vé nhirng gi
dang dién ra, trinh bay dit liéu khoa hoc va cung cip théng tin
cip nhit theo thdi gian thwc. Sau khi xuit ban ba phién ban
trong 6 thang, mot tap chi khoa hoc d3 két luan ring Tai liéu
tham khao SARS cta chiing tbi (www.SARSReference.com)
“khéng dic biét”, nhung da “cung cip rat nhidu théng tin”. Khi
chiing t6i biét vé dai dich do chung vi riit corona méi vio giira
théng 1 nam 2020, ching tbi ngay lap tirc cam thiy ring da dén
lac l3p lai cong viéc quy bau chia chiing t6i.

Trong khi SARS-CoV-2 dudng nhur d3 dugc kiém so4t & Trung
Quéc, thi dich bénh dang di chuyén nhanh vé& phuong tay. Chi
vai tuln trwde cdc viée ndy dudng nhu khong thé xay ra - dp dit
va thuc thi céc bién phép kiém dich nghiém ngit va cach ly hang
triéu ngudi - hién dang 13 mot thyce t& & nhidu qudc gia. Moi
ngudi trén khip thé gi6i sé phai thich nghi v tao ra 18i séng phit
hop trude mot su kién phirc tap nhat ké tir Chién tranh thé giGi
thir II.

Chiing t4i tin ring tinh hinh hién tai cAn mot loai sich méi.
Nhian loai dang d6i mit véi mét cin bénh chwa dwgc hiu ré
rang nhung lai de doa nghiém trong va giy tir vong cho con
ngudi. Hé thng chim séc strc khée bi qué tai. Chwra cé phuong
phap diéu tri dic hiéu ndo dugc chirng minh c6 hiéu qua, vacci-
ne s& khong c6 sin trong thdi gian sip t&i. Tinh trang nhu vy da
khong ton tai ké tir dai dich ctim nim 1918,

Chiing t6i tin réng viéc hiéu biét dich bénh rit quan trong trong
khi nhitng théng tin dang dwoc cung cAp qua nhidu, véi hang
chuc bai béo khoa hoc duge xudt ban mdi ngdy, tin tic vé hang
trim nghién ciru dang dwoc 1én ké hoach hoic dang dwoc thuc
hién ciing nhw c4c phwong tién truyén théng thi 13n 16n giita céc
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théng tin chinh xé4c v&i 1&i ddn hoic tin gia. Céng viéc té nhat -
sang loc céc tai liéu va dir liéu khoa hoc - phai dugc thuc hién
thudng xuyén va lién tuc, gibng nhu mét chiéc dong hd Thuy Si.
Trong nhitng thang t&i, COVID Reference sé trinh bay cac cip
nhit hang tuin va tudng thuit cic dir liéu khoa hoc mét cich
mach lac nhat c6 the.

That d& dang dé ghi nhé Tap chi Khoa hoc.

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

Vui 1ong d4nh d4u trang www.CovidReference.com/Top10Papers
va truy c4p lic 19:00 CEST hing ngdy d& xem 10 bai bio hang
d4u vé COVID-19. M&i trich din di kém v6i mét binh ludn ngén
gon va lién két din dén toan van.
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1. Timeline

Thr nam, ngay 12 thang 12, 2019

Tai Vii Han, cdc co quan y té bit dlu didu tra vé cic bénh nhan
viém phdi do vi rit. Ho nhanh chéng phét hién diém chung cta
c4c bénh nhén: hiu hét ho déu tirng dén Cho hai san ddu méi
Hoa Nam. Khu chg ny dwoc biét dén nhu 13 dlu mébi budn ban
tir gia cAm, doi, rén va céc loai dong vat hoang da khéc.

Thir hai, ngay 30 thang 12, 2019

Li Wenliang (en.wikipedia.org/wiki/Li_Wenliang), mét bac si
nhin khoa 34 tudi dén tir Vi Hén, ding mot tin nhn trén
WeChat canh béo cdc bac s vé mét cin bénh mdi tai bénh vién
ctia minh vao cudi thang 12. Ong viét riing 7 bénh nhén c6 céc
triéu chirng twong tw nhu SARS va dang dugc cach ly. Ong yéu
ciu ban bé ctia minh thong bio cho gia dinh va khuyén céc dong
nghiép ctia minh mc db bao ho.

Thir ba, ngay 31 thang 12, 2019

Canh s4t Vii Han thong bdo ring ho dang didu tra tim ngudi vi
di lan truyén tin don vé mét dot biing phat bénh truyén nhidm
mdi (xem ngay 30 thang 12).

Uy ban Y té thanh phd Vii Han bdo céo 27 bénh nhan bi viém
phdi do vi rit va cé tién sit tiép xtic v6i Cho hai san dAu mdi Hoa
Nam. Bay bénh nhan dang nguy kich. Biéu hién 14m sing ctia cic
trwdng hop niy chit yéu 1a sét, mot sb it bénh nhan khé thé va
chup X quang phdi cho thiy tén thwong phdi hai bén. B4o cdo
néi ring “bénh dich nay c6 thé phong ngira va kiém soat duwoc”.
WHO d3 dugc théng bao.

COVID Reference VNM 003
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Thr nam, ngay 1 thang 1, 2020

Chg d4u méi hai san Hoa Nam bi phong toa.

Thir sdu, ngay 3 thang 1, 2020

Li Wenliang dugc triéu tdp dén mét vin phong an ninh céng
cong dia phuong & Vil Han vi viéc lan truyén “tin don sai 1éch”.
Anh budc phai ky vao mét tai liéu thira nhin di dwa ra nhirng
“binh luén sai léch” va “gay réi trat tu céng cong”. Li ky mot
tuyén b dong y khong thao luan gi thém vé bénh.

Trén mang x4 hdi Weibo, canh s4t Vii Han cho biét ho d4 c6 hanh
dong phap ly dbi véi nhirng ngudi da “ding va chia sé tin don
trén mang”, “gdy ra tic dong tiéu cuwc dén xa hdi”. Ngay hém
sau, théng tin dugc dua 1én b&i CCTV, kénh truyén hinh nha
nwéc. CCTV khdng x4c dinh ré ring tdm ngudi bi budc toi
“truyén ba tin don sai léch” 12 béc si.

Thi sau, ngay 5 thang 1, 2020

WHO céanh béo ring 44 bénh nhan bi viém phbi khong ré nguyén
nhan d3 dugc bdo cdo béi chinh quyén Trung Qudc. Trong sb 44
truedng hgp dugce bdo cdo, 11 trudng hgp bénh ning, 33 ngudi
con  lai  dang trong tinh  trang 6n  dinh.
https://www.who.int/csr/don/05-january-2020-pneumonia-of-
unkown-cause-china/en/

Thi ba, ngay 7 thang 1, 2020

Céc quan chirc Trung Quéc théng béo ring ho di xic dinh dugc
mdt chiing vi riit corona méi (CoV) tir cdc bénh nhin & Vii Han
(dugc Xuét ban trude 17 ngay sau:
https://doi.org/10.1056/NEJM0a2001017). Vi rat corona la mot
nhém vi rat gy bénh & dong vat cé vi va chim. § ngudi, céc loai
vi rit corona phd bién nhit (HCoV-229E, -NL63, -0C43 va -HKU1)
lién tuc lwu hanh trong quin thé ngudi; ching giy cam lanh, d6i

Kamps - Hoffmann
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khi kém sét va dau hong, chu yéu vio mia déng va ddu mia
xuén. Nhirng vi rit ndy ldy lan bang cich hit phai nhitng giot
bin (droplets) dugc tao ra khi ngudi nhiém bénh ho hodc hit
hoi, hoic bing cich cham vio mét bé mit noi nhitng giot nudc
nay roi xudng va sau d6 cham vao mit.

Chu nhit, ngay 12 thang 1, 2020

Trinh tu gen cta vi rit corona méi da dwgc cung cip cho WHO.
Céac phong thi nghiém tir nhiéu quéc gia bit dau san xuat cic xét
nghiém chan dodn PCR dic hiéu. (Chinh pht Trung Quoc bao
céo ring khong c6 bing chirng ré rang cho thiy vi rit dé dang
14y truyén tlr ngu¢i sang ngudi.)

Hai ngly sau khi b4t dau ho, Li Wenliang (xem ngay 30 thing 12)
phai nhip vién. Anh sau d6 dugc chan dodn mic COVID.

Thir hai, ngay 13 thang 1, 2020

Théi Lan b4o cdo trudng hop nhidm diu tién bén ngodi Trung
Qudc, mot phu nir dén tir Vi Han. Nhat Ban, Nepal, Phap, Uc,
Malay51a, Singapore, Han Quoc, Viét Nam, Dai Loan, Thdi Lan va
Han Quéc bao cdo céc trudng hop nhidm trong 10 ngly sau dé.

Thi bay, ngay 18 thang 1, 2020

Huéng din vé Vin hoc Y khoa Amedeo (www.amedeo.com) thu
hat sy chi y ctia hon 50.000 ngudi theo d6i tham gia vao nghién
ctru ctia Pai hoc Hoang gia Luin Don, Udc tinh tong sé ca bénh ciia
vi riit corona chiing méi & thanh phd Vi Hdn, Trung Qudc, b&i Imai va
cdng su. Céc tac gia wdc tinh ring “tdng cong 1.723 trwdng hop
2019-nCoV tai Thanh phd Vil Han (95% CI: 427 - 4.471) d3 xult
hién céc triéu chirng tinh dén ngdy 12 théng 1 ndm 2020”. Chinh
thie, chi cé 41 truong hgp dwge bao cdo vao ngay 16 thang 1.

COVID Reference VNM 003
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Thi hai, ngay 20 thang 1, 2020

Trung Quéc bio c4o ba trudng hop tir vong va hon 200 ca mic.
Céc trudng hop hién ciing dugc chin dodn bén ngodi tinh HO Bic
(Bdc Kinh, Thuwgng Hai va ThAm Quyén). C4c nwéc chau A bit dau
théng bao tim so4t bit budc tai cic san bay cho tit ca nhirng
ngudi dén tir cac khu vire ¢6 nguy co cao ctia Trung Qudc.

Thi ndm, ngay 23 thang 1, 2020

Trong mot ddng théi tdo bao va chua tirng c6 tién 18, chinh pha
Trung Qudc tién hanh cach ly hang chuc triéu ngudi. Trong lich
sir loai ngudi, chua tirng ¢6 diéu twong tu. Khong ai biét hiéu
qué ctia bién phép nay s& nhu thé no.

Tét ca cdc su kién Tét Nguyén dén (bt dAu tir ngly 25 théng 1)
déu bi huy bé.

WHO tuyén b ring dich bénh chwa giy ra mét tinh trang khin
cp cong cong gly lo ngai quéc té vi khong c6 bing chirng nao vé
viéc vi rit l4y lan ra bén ngoai Trung Quéc.

Thir sdu, ngay 24 thang 1, 2020

it nhit 830 trwdng hop di dugc chin dodn & chin quéc gia:
Trung Qudc, Nhit Ban, Thai Lan, Han Qudc, Singapore, Viét Nam,
bai Loan, Nepal va Hoa Ky.

Zhu va cong su céng bd béo céo toan dién vé viéc phan lap mét
chiing vi rdt corona méi khac véi cd MERS-CoV va SARS-CoV
(toan van: https://doi.org/10.1056/NEJM0a2001017). Ho mé ta
cac xét nghiém nhay dé phat hién RNA vi rat trong cdic mau bénh
pham.

Wang va cong su cong bd cac dic diém 1am sang ciia 41 bénh
nhén (toan vin: https://doi.org/10.1016/50140-6736(20)60285-9).
Chan va cong sy md ti mot cum dich viém phdi tai gia dinh
lién quan dén vi rat corona chiing méi ndm 2019 chi ra sy lay
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truyén tlr nguoi sang nguoi (toan van:
https://doi.org/10.1016/50140-6736(20)30154-9).

Thi bay, ngay 25 thang 1, 2020

Chinh phi Trung Qudc 4p dit céc 1énh han ché di lai d6i vdi cac
thanh phd & H) Bic. Téng sb ngudi bi anh hudng bdi cach ly 14
56 triéu.

Hong Koéng tuyén b tinh trang khin c4p. C4c 18 hdi mirng nim
méi bi hiy bé va giao thuwong dén Trung Quéc dai luc bi han ché.

Thir ndm, ngay 30 thang 1, 2020

WHO tuyén bé vi riit corona chiing méi 13 mét trudng hop khin
cap toan cau. Trong khi d6, Trung Quoc bdo cdo 7.711 ca bénh va
170 ngudi chét. Vi rat hién da lan sang tat ca cac tinh ctia Trung
Quoc.

Thi sau, ngay 31 thang 1, 2020

Li Wenliang céng bd trai nghiém ctia minh tai d6n canh sat Vii
Hén (xem ngay 3 thiang 1) kém thu canh céo trén phuong tién
truyén thong x4 hdi. Bai ding ctia anh 4y lan truyén rat nhanh.
An DY, Philippines, Nga, Tdy Ban Nha, Thuy Dién, Anh, U,
Canada, Nhit Ban, Singapore, My, UAE va Viét Nam x4c nhin cac
ca bénh dau tién.

Chu nhéit, ngay 2 thang 2, 2020

Trudng hop tir vong dAu tién bén ngoai Trung Quéc, mét ngudi
dan 6ng Trung Quoc dén tir Vi Han, dugc bdo cdo & Philippines.
Hai ngay sau mot ca tir vong khac & Hong Kdng dwgc bao céo.
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Th&r nam, ngay 6 thang 2, 2020

Li Wenliang, ngudi da bi phat vi ¢6 ging canh bdo vé vi rit
corona, da chét. Ci chét ctia anh 1am bing nd con gian di, dau
budn va doi héi tu do ngdn lujn:
https://www.theguardian.com/global- develop-
ment/2020/feb/07/vi rit corona-chinese-rage-death- whistle-
blower-doctor-li-wenliang.

Thir sdu, ngay 7 thang 2, 2020

Hong Kéng di ban hanh 1énh phat tit cho bat ky ai vi pham quy
tic kiém dich.

Thi hai, ngay 10 thang 2, 2020

Amedeo ra mit tai liéu vi rit corona hang tudn ma sau nay dwoc
goi la Amedeo COVID-19.

Thir ba, ngay 11 thang 2, 2020

Chua dly ba tuln sau khi dwa ra cac bién phap kiém dich hang
loat & Trung Quéc, s trwdng hgp dwgc bao cdo hiang ngay bit
dau giam.

WHO théng béo ring bénh truyén nhiém méi sé dugc goi 1a
COVID-19 (bénh do vi riit corona 2019).

Thi tw, ngay 12 thang 2, 2020

Tau du lich Diamond Princess cip cang tai thanh ph
Yokohama, Nhit Ban, 175 ngwdi bi nhiém vi rit. Trong nhirng
ngdy va tuln tiép theo, gin 700 ngudi s& bi nhiém bénh trén tiu.
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Thir tw, 19 thang 2, 2020

Iran bdo cdo hai tredng hgp tir vong do vi rit corona.

Tai sin vidn ddng San Siro & Milan, ddi béng Atalanta tir Bergamo
thing tran Champions League véi Valencia 4-1 trudc 44.000
ngudi hAm mo tir Y (2.000 tir TAy Ban Nha). Viéc hang loat ngudi
di chuyén tir Bergamo dén Milan va ngugc lai, hang gio la hét
cling nhu cc cudc dn mirng trong vo s6 quan bar di dwgc mot so
nha quan sét coi la mét “qua bom sinh hoc” vi rit corona.

Thi ndm, ngay 20 thang 2, 2020

Mbt bénh nhan & d6 tudi 30 dwgc dwa vao khoa chim séc dic
biét (ICU) tai Bénh vién Codogno (Lodi, Lombardy, Italy), két qua
xét nghiém duong tinh v&i SARS-CoV-2. Trong 24 gi¥ sau d9d, s
trudng hgp duwgc bao cdo da tang 1én 36 ma khong cé lién hé gi
dén bénh nhin & Codogno hodc cic trwdng hgp dwong tinh dugc
xac dinh trudc d6. P 12 si khéi dau ctia dich bénh tai Y.
https://jamanetwork.com/journals/jama/fullarticle/2763188

Chu nhit, ngay 23 thing 2, 2020

Venice Carnival déng cira sém va cic su kién thé thao bi dinh
chi tai c4c khu vire chiu anh huéng niing né nhét cia Y.

Thi hai, ngay 24 thang 2, 2020
Phép, Bahrain, Iraq, Kuwait, Afghanistan va Oman bdo céo céc ca
bénh dau tién.

Thi ba, ngay 25 thang 2, 2020

Mbt béo cdo cua ddi ngii 25 chuyén gia quéc té va Trung Quéc
dwoc trinh bay cho céng chiing. Ho d3 di dén nhiéu tinh thanh &
Trung Qudc. Nhitng phét hién quan trong nhét 13 dich bénh &
Trung Quéc d4 1én dén dinh diém va binh nguyén trong khoang
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thoi gian tir ngdy 23 thing 1 dén ngiy 2 théng 2 va giam din sau
dé6 (Bang 1).

https://www.who.int/publications-detail /report-of-the-who-
china-joint-mission-on-vi rit corona-disease-2019-(covid-19)
Pay 12 diu hiéu dAu tién cho thiy viéc kidm dich git gao theo
lénh ctia chinh pht Trung Quéc la didu nén 1am. That khéng
may, cac nwéc chau Au khéng trai qua dich SARS nim 2003, sé
mét di quy thdi gian quy bau trwdc khi theo guwong ciia Trung
Quéc.
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Hinh 1. Cac ca m&c COVID-19 tai Trung Quéc, thang 1 / thang 2 ndm 2020.
Céc dudng cong dich té& theo thai gian khéi phat triéu chirng va ngay béao
cao vao ngay 20 thang 2 nam 2020 doi voi cac trwong hop dé dwoc xac
nhan COVID-19 cho tat ca cac trwdng hep clia Trung Qudc. Bwec chinh sira
tir Report of the WHO-China Joint Mission on Vi rit corona Disease 2019
(COVID-19). 16-24 thang 2 2020.
https://www.who.int/publications-detail/report-of-the-who-china-joint-mission-
on-vi rut corona-disease-2019-(covid-19)

Thir tw, ngay 26 thing 2, 2020

Mét tdng théng, lo so vé& co hdi ti cir, d4 ha thip méi de doa tir
dai dich vi rit corona, da tweet: “Tin gia ré tién... dang 1am moi
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thit ¢6 thé dé 1am cho [bénh] Caronavi rit trong té nhét ¢ thé,
bao gom ca viéc giy hoang loan thi truwdng, néu cé the”.
https://www.bmj.com/content/368/bmj.m941

Hai ngdy sau, ciing éng nay di lam o thuat: “N6 sip bién mét.
Mbt ngiy nao d6, nhu mét phép mau, n sé bién mat.”

Thir sdu, ngay 28 thang 2, 2020

Mbt céi nhin so lwge qua céc ca bénh & chiu Au dugc chin dodn
bén ngoai Y tir ngdy 24-27 thang 2 cho thiy 31 trong s 54 ngudi
(57%) gin day da di du lich dén mién Bic nwéc Y. Cac nha dich
t& hoc ngay lap tirc nhan ra ring mét diéu gi d6 bat thudng dang
xay ra va thong bao cho chinh pha Y.

Thir bay, ngay 7 thang 3, 2020

Dit liéu chinh thitrc cho thiy xuit khiu ctia Trung Quéc di giam
17,2% trong hai thang dau nam 2020.

Chu nhat, ngay 8 thang 3, 2020

Chinh pha Y duéi sy lanh dao ctia Thi tudng Giuseppe Conte,
xirng ddng dwoc ghi nhan cong lao khi ho 13 nuéc dau tién &
chau Au thuc hién phong téa, chi hai tuin ru@i sau khi ca bénh
ndi dia diu tién dwoc phat hién tai Y. Ban dAu, cc bién phap
kiém dich nghiém ngit duwgc 4p dung trén 16 triéu ngudi tai
viing Lombardy va 14 khu vic khdc & mién Bc. Hai ngdy sau,
Thu twéng Conte mé rong kiém dich ra toan bd dat nudc 60 triéu
dan, tuyén b tinh trang “an ninh quéc gia”. T4t ca ngudi dan
dwoc khuyén & nha trix khi cin thiét phai ra ngoai vi “ly do gia
dinh hodc c6ng viéc quan trong”. Trudng hoc déng cira.

Thi hai, ngay 9 thang 3, 2020

Iran tha 70.000 ti nhan vi dich vi rit corona & nwdc nay.
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Thi¥ 3, ngdy 10 thing 03, 2020

T4p C4n Binh tham quan Thanh phé Vii H4n v tuyén bd mot
chién thing tam thdi trong cudc chdng lai COVID-19. Hai trong
murdi s4u bénh vién da chién ctia thanh phé d3 ngirng hoat dong.

Thir 4, ngay 11 thang 03, 2020
WHO tuyén bd COVID-19 13 dai dich toan ciu.

Tét ca cac trudng hoc trong va xung quanh Madrid, tir nha tré
dén trudng dai hoc, déu déng cira trong 2 tuan.

Thir 5, ngay 12 thang 03, 2020

Y déng tit ca cc cira hang ngoai trir cira hang thwc phdm va nha
thudc.

Tai Tdy Ban Nha, 70.000 ngudi tai Igualada (mét ving cua
Barcelona) va ba viing khic d4 dugc cich ly trong it nhit 14
ngay. DAy 12 1An dAu tién ma T4y Ban Nha thuc hién bién phép c6
13p toan bdé mét khu vure.

Emmanuel Macron, tdng théng Phap, théng bdo déng cira cac
nha gilt tré, trudng hoc va dai hoc tir thit 2, ngay 16 thang 03.
Ong tuyén bd: "Mot nguyén tic gidp dinh huéng trong hanh
déng ctia chiing ta, gitip ching ta ludng trwéc vé cudc khing
hoéng tir khi bt dAu va sau d6 kiém so4t trong nhirng tuin tiép
theo, va chiing ta phai tiép tuc didu dé: d6 13 niém tin vao khoa
hoc. b6 13 1ing nghe nhi¥ng ngwdi cé tri thirc.” Mot vai ngudi
cong su clia dng Ay 1 ra ciing d4 nén ling nghe.

Thi¥ 6, ngdy 13 thing 03, 2020

Thi twéng ctia mot cwu thanh vién trong Lién minh Chau Au da
gi6i thiéu mot khai niém méi “mién dich cong ddng” nhw 13 mét
giai phédp cho cac dgt bung phat dich vi rat Corona 13p lai trong
twong lai. Giai phép gdy sbc: chip nhan ring 60% dan sé sé
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nhiém vi rit, sau d6 tao duwgc mién dich va tranh dwgc nhitng
dot biing phét dich vi riit Corona trong twong lai. Nhitng con s6
tham khdc. V6i hon 66 triéu ngudi dan, 40 tridu ngudi sé bi
nhidm, 4 dén 6 triéu ngudi sé bénh nang, va 2 triéu ngudi sé cin
dwoc chim séc tich curc. Khoang 400 000 ngudi Anh c6 thé chét.
Tha twéng du kién ring sé c6 “thém nhiéu gia dinh mit di ngudi
than sém hon ho nghi”.

Thir 7, ngay 14 thing 03, 2020

Chinh phii TAy Ban Nha thuc hién phong téa toan quéc, kéu goi
moi nguwdi ¢ nha. Ngoai trir viéc mua thwc pham hay d6 dung y
té, dén bénh vién, lam viéc hodc cic cong viéc khan cap khic.
Chinh phii Phap théng béo déng cira toan b cic dia diém cong
cdng khong cAn thiét (cac quén bar, nha hang, ca phé, rap chiéu
phim, hdp dém) sau nira dém. Chi c cic cira hang thuc pham,
nha thudc, ngin hang, tiém ban thudc 14 va tram xing dau cé thé
tiép tuc mé cira.

Chu nhéit, ngay 15 thing 03, 2020

Phap kéu goi 47 triéu ngudi bé phiéu biu cir. Ca chinh phu va

cac nha lanh dao d6i 14p c6 vé van muodn tiép tuc to chire bau cir

tai c4c thanh phd. Day c6 phai 13 mét vi du dién hinh vé sy can

thiép khong thé chip nhan dwoc cia cic dang phai chinh tri d6i

véi tinh thin quan ly bénh dich chét ngudi? Cic nha sir gia
e o~ A 2. 3o A 2 ~

twong lai sé can phai dieu tra lam r6.

Thir 2, ngay 16 thiang 03, 2020

Ferguson va cong sw d3 cong bd mot mé hinh nghién ctru méi
trén dén s6 ciia Anh va My vé hiu qua trong dai dich COVID-19.
Khi thiéu di c4c bién phép kidm so4t dich bénh va céc thay ddi
hanh vi c4 nhan, tic gia du dodn mét sy ting vot sb ca tir vong
s& x4y ra trong x4p xi 3 théng t&i. Pidu ndy cé nghia 81% dén sb
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My, khoang 264 triéu ngudi, sé mic bénh. Trong sb d6, 2,2 triéu
ngudi sé tir vong, bao gdm tir 4% dén 8% ngudi Mi trén 70 tudi.
Quan trong hon, trong tuldn thir 2 ciia thdng 4, nhu ciu vé
giwdng bénh chim séc tich cuc s& cao hon 30 1an so véi kha ning
cung ing.

Nghién ciru nay sau d6 phan tich 2 cich tiép c4n: Gidm thiéu
thiét hai va Ngin chin triét dé. Trong tinh hudng Giam thiéu
thiét hai, SARS-CoV-2 tiép tuc lay truyén vdi téc d6 chim dé
tranh pha v& hé théng chim séc y té. Trong tinh hudng Ngin
chiin triét dé, Gidn c4ch xi hdi nghiém ngit va cach ly tai nha sé
ngin chin sy lay truyén cta vi rit. Nghién ctru ndy ciing chi ra
thoi didm phtt hop d néi long bién phdp “Hiy & nha” nghiém
ngit. Vién canh nghiét nga: bénh dich sé biing phat tré lai.

Phap 4p dit cic bién phép cach ly nghiém ngat.

Thir 3, ngay 17 thang 03, 2020

Bay triéu ngudi dan viing vinh San Francisco dwgc hudng dan
dé “séng tai nha” va ra lénh cAm r&i khéi nha ngoai trir cac
“hoat dong cin thiét” (mua thirc in, thubc va céc nhu cAu thiét
yéu khac). Hiu hét cic doanh nghiép ddu déng ctra. Ngoai trir:
ctra hang thuc phérn, nha thudc, nha hang (chi dé mua mang di
va giao hang), bénh vién, tram xing dau, ngan hang.

Thir 5, ngay 19 thing 03, 2020

LAn dAu tién ké tir khi bit ddu bang phat dich vi rit Corona,
khéng c6 ca méi ndo tai Vii Han va tinh HO Bic.

Théng déc bang California, 6ng Gavin Newsom di yéu ciu toin
b6 ngudi din California (40 triéu ngudi) “& nha”. Ngudi dan chi
c6 thé ra khéi nha dé thuc hién cic nhu ciu co ban nhu mua
thtc dn, dén nha thudc hay kham bdc si, thim ngudi than, tip
thé duc.
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Thir 6, ngay 20 thang 03, 2020
Y b4o cdo 6000 ca mdi va 627 ngudi tir vong trong vong 24 gid.
Tai Tay Ban Nha, cich ly do vi rat Corona giam ti 1€ tdi pham
50%.
Trung Quéc béo cdo khéng c6 ca nhiém vi rit Corona néi dia
\ N - K 7 A .2 A A X
trong 3 ngay lién tiép. Cac han ché dugc gidm xuong, cudc song
tré lai binh thwdng. Hién tai ca thé gidi hwéng mit vé Trung
Quoc. Liéu rang vi rit cé biing phéat tré lai khong?
New York, hién tai tr& thanh tim dich ctia nwéc My (s6 dan: 20
triéu ngudi), tuyén bé phong téa thanh phd. Chi nhitng hoat
dong can thiét (mua ban thuc phim, nha hiang mua mang di hoic
giao hang, nha thudc v tiém gijt tw dong) dugc tiép tuc mé cira.
Cira hang ban rugu? Can thiét!

Thi hai, ngay 23 thang 03, 2020

cudi ciing, da qua tré cho viéc quan s4t, Vwong qudc Anh dwa ra
céac chinh sach kiém soat dich bénh. Cac bién phép nay it nghiém
ngdt hon so vdi cdc chinh sach tai Y, Ty Ban Nha va Phép.

Thu twéng Pirc, Angela Merkel tu cch ly sau khi dén tiép xic
vGi ngudi cé xét nghiém duong tinh véi vi rat Corona.

Thi 3, ngay 24 thang 03, 2020

Trong s tAt ca cac ca dugc bdo cdo tai TAy Ban Nha, 12% 13 nhan
vién y té.

Thé vén hdi Olympics & Tokyo duwgc hodn sang nim 2021.

An D6 ra lénh phong téa dt nudc. Trén toan thé gidi, 3 ty ngudi
dang bi phong tda.

Thir 4, ngay 25 thang 03, 2020

Sau nhidu tuln thyc hién céc chinh sich kiém dich mét cach
nghiém ngdt, chinh quyén Trung Qudc thio d& cac han ché di lai
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dbi v&i tinh HO Bic. Pé di lai, ngudi dan cin phai c6 “DAu Xanh”
dugc cung cap bdi hé thong gidm sat trén ng dung AliPay.

Mbt bé gai 16 tudi tir vong tai phia nam Paris b&i COVID-19. C6
bé chura tirng méc bénh gi khac.

Thi 5, ngay 26 thang 03, 2020

Hién tai, My 13 qudc gia c6 s6 ca mic vi rit Corona dugc bibt
nhiéu nhat trén the.

Vi lo so dich bénh s& quay lai, Trung quéc cAm hiu hét ngudi
ngoai quoc nhép canh.

Thi 6, ngay 27 thang 03, 2020

Thu twéng va BO trwéng BO Y té ciia mét nwde cuu thanh vién
Lién minh Chau Au xét nghiém dwong tinh véi vi rtt Corona.

Tap chi The Lancet xut ban COVID-19 and the NHS - “a national
scandal”.

Mbt bai bdo clia McMichael va cong sw mé ta ti suét tir vong clia
SARS-CoV-2 13 33% d6i v&i mot co s& chim séc dai han tai King
County, Washington, US.

Chu Nhat, ngay 29 thang 03, 2020

The Guardian d phat hanh mét bai béo, trong d6 dit ra nghi vn
lidu rang nhirng nguwdi pht nhan vi rit Corona tai My ban tay cé
nhudm mau hay khéng. Dich SARS-CoV-2 13 thét bai tinh bio
ning né nhit trong lich sit nudc My.

Thir 2, ngay 30 thiang 03, 2020

Flaxman S v cong si dén tir Nhém Phan lrng v6i COVID-19 cua
Imperial College da cong bd dir litu méi vé& du dodn sb ngudi
nhiém thuec té tai 11 nwéc Chau Au. M6 hinh ciia ho nhan dinh
tinh t&i ngdy 28 thang 03, tai Y va T4y Ban Nha, 1in lugt cé thé
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da c6 5,9 triéu va 7 triéu ngudi d3 bi nhiém (xem bang truc
tuyén). Tai Dirc, Ao, Pan Mach va Na Uy c6 ti sudt nhidm thip
nhit (ti 1& cta nhitng ngudi da nhidm trong dan sb). Nhirng s6
liéu nay cho thdy phin trim s§ ngudi tir vong tai Y b&i nhiém
COVID-19 c6 thé vao khoang 0,4% (0,16%-1,2%). Thong tin chi tiét
xem thém trang 53.

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 can nhic trong viéc lap phap, trao thém cho ho
nhitng dic quyén. Trong mét trudng hop, mét luat da dugc
théng qua kéo dai tinh trang khan cip v6 thoi han.

SARS-CoV-2 d3 lay lan trong tau sn bay USS Theodore Roose-
velt. Thuyén trudng cta tau, Dai t4 Brett Crozier, giti mot email
dén ba d6 dbc cAp trén ctia 6ng, dé nghi dwoc phép so tn tht ca
thiy thi khong can thiét, & céch ly céc ca nhiém COVID-19 va
khir tring toan b con tiu. “Ching ta dang khéng cé chién
tranh. Thuy thi khong cAn phai chét,” - trich 15i Dai t4 Crozier
trong 14 thit 4 trang ctia minh. L4 thw bi 16 ra cho truyén théng
va 12 tién d& cho nhidu bai bdo. Ba ngly sau, ngly 02 thing 04,
bai ta Crozier bi cich chirc.

Sau d6, xét nghiém 94% thuy thi tiu - gin 4 800 ngudi cho thiy
khoang 600 thily thi di nhidm bénh, phin 16n trong sé ho,
khoang 350 nguwdi khéng cé triéu ching.

Thir 4, ngay 01 thang 04, 2020

Ngudi dirng dau Lién hiép quéc canh bio dai dich vi rit Corona
gay ra “cudc khing hoang tdi t& nhat” ké tir Chién tranh thé giéi
thir 2.
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Thi 5, ngay 02 thang 04, 2020

Thé gi6i da ghi nhan hon 1 triéu ca nhidm. Con sb thuc si c6 thé
con cao hon nhidu (xem bai béo ciia Flaxman cong b6 ngly 30
thang 03).

Béo chi Chau Au bt dAu Iy giai tai sao Dtic lai ¢6 it ca tir vong do
dich COVID-19.

Thir 6, ngay 03 thang 04, 2020

Mbt s6 nha kinh t& d3 canh béo v& nan thit nghiép c6 thé vuot
mirc cudc Pai Khing hoang vio nhitng ndm 1930. Tin tt 1: hiu
hét tAt ca cac chinh phu déu d4nh gi4 viéc ciru vai chuc hay vai
trdm nghin sinh mang quan trong hon viéc tranh mét cudc suy
thodi kinh té trdm trong. Phai ching nhin loai di mang tinh
nguoi hon?

Le Monde, to3 b4o c6 quyén luc nhét ctia Phép, chi ra nhirng tac
dung phu tran tuc ctia dich bénh. Vi thg hét téc bi cAm lam viéc,
viéc nhudm va cit téc sé bi dinh tré. TY bdo con tién doan ring
“sﬂau 2 thang, 90% ngudi téc vang sé bién mat khéi bé mit Trai
dat”.

Thir 7, ngay 04 thang 04, 2020

Tai Ch4u Au, nhitng tia hi vong b3t d4u xuit hién. Tai Y, s6 ngudi
dwoc chita tri trong don vi chim séc tich cuc da giam xubng lan
dAu tién k8 tir ldc bt ddu dich.

Tai Phép, 6 800 bénh nhan dang dwoc diu tri tai don vi chim séc
tich cyc. Hon 500 ngudi trong s6 bénh nhin nay di dwgc di tan
tlr cdc bénh vién ving tdm dich nhu Alsace va Paris dén nhirng
vung c6 so ca nhiém COVID-19 thap hon. Tau siéu toc TGV hay
may bay dac biét da dwgc dung dé chuyén ché bénh nhan.
Lombardy quyét dinh tir ngdy 05 thang 04, moi ngudi phai deo
khiu trang hoic khin choang. Siéu thi phai cung cip ging tay va
gel rira tay chtra con cho khéch hang,
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Mot chinh tri gia ngudi Y, it bi anh hwdng bai cac 1y 1& khoa hoc,
ciing nhu mot vii cong sw cia éng ta tai My va Brazil, dé nghi
nha thd mé& clira vao dip 18 Phuc Sinh (12 thang 04), cho
ring:"khoa hoc théi thi chwa di: con cin c6 vi chda nhén tir”,
Gidng nhuv ngudi Phdp thudng néi: “Heureux les simples
d’esprit” (tam dich: S8ng don gian cho ddi thanh than).

3904

Hinh 2: Bénh nhan dwoc diéu tri tai don vi cham sc tich cuc & Y. Lan dau
tién ké tir khi bat dau dich, s lwgng da giam vao ngay 04 thang 04. Ngudn
anh: Le Monde

Chu Nhat, ngay 05 thang 04, 2020

Tng Y si Hoa Ky canh bdo dit nwéc v& viéc dbi mit véi mot
“khoanh khic Tran Chau Cang” trong tuan sau.

M§ tré thanh tdm dich méi ctia COVID-19. Vio thdi diém viét bai
nay (ngdy 05 thang 04), c6 hon 300 000 ca bénh va gin 10 000 ca
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tir vong di dwoc béo cdo. GAn mdt nira trong sé d6 1 tir New
York va New Jersey.

Thi ba, ngay 07 thang 04, 2020

Chét lwong 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 ctia viéc phong téa hién tai c6 lam
giam s6 ca hen suyén, nhdi mau co tim va bénh phdi hay khong?

Thir tw, ngay 08 thang 04, 2020

Nhit Ban tuyén bd tinh trang khin cip, Singapore ra 1énh phong
téa mot phan dat nuéc.

Tai Vii Han, ngudi dan dugc phép ra khéi thanh phd, 1an du
tién ké tir khi thanh phd bi phong t6a 76 ngay trude do.

Thi 5, ngay 09 thang 04, 2020

Céc bo trwéng tai chinh clia cic qudc gia thude Lién minh chau
Au ddng y mét ké hoach khan c4p chung dé han ché anh huéng
ctia dai dich vi rit Corona 1én kinh té chiu Au. Mét ké hoach
hanh déng tri gi4d hon 500 ti Euro cho cic quéc gia chiu anh
hudéng ning né nhit bsi dai dich.

Hanh khéch di chuyén bing dwdng hang khéng da giam dén 95%.
S& c6 bao nhiéu trong s6 700 hing hang khéng con tru lai dugc
trong vai thang t&i? Liéu sy gidn doan di chuyén bing dudng
hang khéng hién tai c6 lam thay ddi hanh vi di chuyén trong
twong lai cia chiing ta hay khéng?

Pai dich dang tan ph4 nén kinh té ctia My. Hon 16 triéu ngudi
My dd ndp don xin hwdng trg cap that nghiép trong ba tuan vira
qua.
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Thi sau, ngay 10 thang 04, 2020
Diéu tri COVID-19 chi tén mot d6-la mdi ngay? C4c nha nghién
cttu tir Anh, My va Uc d3 wéc tinh chi phi mét 1in diéu tri cho
mét bénh nhan vao khoang 1 dén 29 d6-la. Ly 1& cta (xem thém
chwong Piéu tri trang 161): “T4i sit dung” cac thudc hién c6 dé
diéu tri COVID-19 13 cin thiét dé giam ti 18 tir vong va kiém sodt
dich bénh. Nhiéu loai thudc tiém ning da dwoc xac dinh va dang
trong céc giai doan thir nghiém IAm sang khac nhau trén khip
thé gidi. Trong s6 d6 c6 Remdesivir, mdt thudc khang vi rit da
thét bai trong thir nghiém diéu tri Ebola, va Lopinavir/ritonavir
diéu tri HIV vA hydroxychloroquine. Néu hiéu qua ctia chiing
dwoc chitng minh, “cic thudc ¢6 sin nhanh chéng va s lugng
16n kém véi chi phi phit hop s& 13 yéu té séng con d& dam bao
cong bing va kha ning tiép can dugc thudc, dic biét 13 & cic nén
kinh té c6 thu nhép trung binh va thip”, tic gia viét.
Két qua cu thé: chi phi wdc tinh t6i thidu cho viéc san xuit & My
la 0,93$/ngay cho Remdesivir, 1,45$/ngay cho Favipiravir,
0,08$/ngay cho  hydroxychloroquine, 0,02$/ngady  cho
chloroquine, 0,10$/ngdy cho Azithromycin, 0,28$/ngdy cho
Lopinavir/ritonavir, 0,39$/ngay cho Sofosbuvir/daclatasvir va
1,09$/ngdy cho Pirfenidone. Chi phi san xuit dao déng tir 0,30%
dén 318 cho mét lidu trinh didu tri (10-28 ngay).
Hill A, Wang J, Levi J, Heath K, Fortunatk J. Minimum costs to manufacture new

treatments for COVID-19. ] Vi rit Erad 2020. Full-text:

http://vi riteradication.com/journal-

details/Minimum_costs_to_manufacture_new_treatments_for_COVID-19/
Tin nhin tir dién thoai cta ban: “Ban d3 tiép xdc ai d6 dwong
tinh véi vi rit Corona.” Google v Apple tuyén bé ho dang xay
dwng mét hé théng theo ddi vi riit corona trén iOS va An-
droid. N§ lirc chung ctia ho sé& cho phép str dung cng nghé Blue-
tooth dé thiét 1ap mot mang ludi truy vét tw nguyén. Ung dung
chinh thitc tir co quan strc khde cdng dong sé c6 thé truy cap dir
liéu trén cac dién thoai gdn nhau (Geogre Orwell dang d6i md
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séng day). Néu ngudi diing théng béo ho di dugc chin doin mic
COVID-19, hé théng s& canh béo moi ngudi di tiép xiic gin véi
ngudi nhiém.

T4y Ban Nha phat hién trang COVID Reference. Chi trong 24 gig,
hon 15 000 ngudi tai vé ban PDF tiéng TAy Ban Nha. Ldi giai thich
duy nh4t: mét nén tang truyén théng khdng 15 da ding dwong
din cubn sich ctia chiing t6i. C6 ai biét ai d3 1am didu d6 ko?

Overview

510 = — oni o=~ 35 |

Ll
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® e °

Hinh 3. D& liéu tr Google Analytic cho www.CovidReference.com ngay 10
thang 04. C6 ltic hon 500 nguoi chi yéu tir Tay Ban Nha, da ghé tham trang
web cla ching téi cung ldc.

Th bay, ngay 11 thang 04, 2020

Hon 400 trong téng s 700 don vi chdm séc dai han (EHPAD in
French, Etablissement d’Hébergement pour Personnesgées Dépendantes) &
Paris (d4n sb 10 triéu) d3 c6 ca nhiém COVID-19.

Tai Y, 110 béc si va khoang 30 nhan vién bénh vién da tir vong vi
COVID-19, mét nira trong so ho la diéu dudng.
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Chu nhat, ngay 12 thang 04, 2020

L& Phuc Sinh nim 2020. Y ghi nhan 361 ca tir vong méi, con s6
thap nhit trong vong 25 ngdy qua, trong khi TAy Ban Nha ghi
nh4n 603 ca tir vong, giam hon 30% so véi con sb cao nhit cia 10
ngay trudc.

Vuong qudc Anh gh1 nhin s ca tir vong trong ngay cao nhit lén
dén gin 1 000 ca. S8 ca tir vong c6 lién quan dén covID- 19 duogc
béo cdo d3 virot qua 10 000 ca. Tai mot s6 nwée khéc, con sb thuc

té ¢4 thé cao hon mot chit do chwa tinh hét s6 bénh nhan tr
vong tai noi cham séc.

Daily number of COVID-12 deaths

> %

04.03.2020 11.03.2000 18.03.2020 75.03.2000 M.04 2020 08.04.2020 15.04. 7020

=1

&

Hinh 4: Sé ca t&r vong mdi ngay do COVID-19 tai Y (dd) va Tay Ban Nha
(xanh).

s ca tir vong lién quan dén COVID-19 tai My vurot méc 22 000 ca,

trong khi s6 ca mic bénh 1én dén hon 500 000 ngudi. Tai New
York, mot vai dau hiéu cho thay dai dich da gan cham dén dinh.
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Thi hai, ngay 13 thang 04, 2020

Pai dich COVID-19 béc 16 nhitng yéu didm trong van hanh dit
nwéc, khong chi & Brazil. T bdo Le Monde ctia Phép tiét 16 cac
thanh phin: chéi bé thuc tai, tim kiém vat té than, kidm soét
truyén théng, dap tit cac tiéng néi bat dong, chinh tri héa, cha
nghia c6 l4p va tAm nhin ngin han trudc mét thach thirc y té 16n
nhit trong nhiéu thap ki gAn dy. Thu pham?

Emmanuel Macron tuyén b6 kéo dai phong téa thém mét
thang tai Phap. Chi tir thit hai, ngay 11 thang 05, vién dudng
ld0, trudng tiéu hoc va trung hoc s& din m& cira lai, nhung dai
hoc va sau dai hoc vin chwa. Quan ci phé, nha hang, khéch san,
rap chiéu phim va c4c hoat déng vui choi giai tri khac sé tiép tuc
déng cira sau ngay 11 thang 05.

Thir ba, ngay 14 thang 04, 2020

Ao 13 quéc gia chau Au dAu tién néi 16ng 1énh phong téa. Ao
cho phép mé cira cac clra hang ban xe hoi va xe dap, rira xe, cac
clra hang vt liéu xdy dung, sit va gd, cira hang tu phuc vu va
vudn hoa (bt ké quy mé) ciing nhu céc cira hing nhé véi dién
tich duéi 400 mét vudng. Céc cira hang nay phai dam bdao chi cé
mot khéich trén 20 mét vudng. Tai Vienna, 4 600 cira hang dugc
m& ctra tir hém nay. Thoi gian m& cira bi gidi han tir 7:40 sdng
dén 7:00 t6i. K& hoach cho thdi gian téi:

e Ngay 01 thang 05: Tét ca cira hang, trung tdm thuong mai, hi¢u

lam té6c mé cura lai (xem thém ngay 03 thang 04, trang 32)

e Ngay 15 thang 05: Cac dich vu khac nhu nha hang va khach san
tiép tuc dong ctra dén it nhét giira thing Nam.

e Sau ngay 15 thang 05: C6 thé mo cira trudng hoc.

e Thang 07: ¢6 thé nhung khong chic chin — to chirc cac hoat
dong moi thé loai (thé thao, &m nhac, nha hat, rap chiéu phim

)
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C6 quy dinh chung bit budc deo khiu trang khi mua sim va sir
dung phuong tién céng cong.

Quy tién té thé giéi (IMF) dy dodn GDP toan cAu sé giam 3%
trong nim 2020. Chwa loai trir kha ning sut giam nhiéu hon &
nim 2021. Cudc suy thoéi kinh té té nhét ké tir Pai Suy thodi nim
1929 sé ching chira mét chau luc ndo. Trong mdt cudc khing
hoéng chua tirng c6 tién 1é & thdi binh trong gin mét thé ki qua,
céc quéc gia thudc khu vurc ddng euro, Vuong quéc Anh va My sé
sut giam hoat dong kinh té tir 5,9% dén 7,5%. Nén kinh té Trung
Quéc dugc ki vong sé ting trudng khoang 1%.

Tai M§: Trung tim kiém soét va phong ngira bénh tit (CDC), bao
c4o hon 9 000 nhén vién y té da nhiém COVID-19 va it nhit 27
ngudi di tir vong, Tubdi trung vi 12 42 tudi va 73% 13 nir. Tir vong
chit yéu xay ra & nhén vién y té = 65 tudi.

Thir tw, ngay 15 thang 04, 2020

Philip Anfinrud va Valentyn Stadnytsky tir Co quan Y té Quéc
gia, Bethesda, bdo cdo mét thi nghiém tdn xa dnh sdng laser
trong d6 cac giot bdn tao ra tir viéc néi chuyén va quy dao ctia
chiing dugc t4i hién. Ho thiy riing khi mot ngudi néi “Gitr sirc
khoe”, v sb giot bin kich thudc tir 20 dén 500 um dwoc tao ra.
Khi cum tir ndy dwoc thdt 1én ba lin qua mét khin wét che
miéng, sb lwong giot bin khéng khac biét nhidu so véi méi
trudng xung quanh. Téc gia ciing thiy ring s6 lugng giot bin
tang 1én cung v4i d6 to cua giong ndi. Thong diép mdi cho hang
ty ngudi gitra dai dich COVID-19 13: Ha giong xudng di!

Anfinrud P, Stadnytskyi V, Bax CE, Bax A. Visualizing Speech-Generated
Oral Fluid Droplets with Laser Light Scattering. N Engl J Med. 2020 Apr 15.

PubMed: https://pubmed.gov/32294341. Full-text:
https://doi.org/10.1056/NEJMc2007800
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Thi sau, ngay 17 thang 04, 2020

Luiz In4cio Lula da Silva, cuu tdng théng Brazil cho ring tng
thdéng hién tai dang dua Brazil vio “I6 mb” véi cach xir Iy vo
trong nhiém trong dich vi riit corona. Trong mét bii phéng van
v&i The Guardian, Lula néi ring c4c lanh dao “t6i c6” cia Brazil
dang liéu linh 13p lai nhirng khung canh tan khéc & Ecuador khi
cé4c gia dinh phai virt x4c ngudi than ngoai dudng phé.

Trén tau sin bay Charles-de-Gaulle, mét dot bung phat dich
16n dugc x4c nhan ngly 17 thang 04. Trong s6 1 760 thiy thi, 1
046 (59%) dwong tinh véi SARS-CoV-2, 500 (28%) c6 triéu chitng
bénh, 24 (1,3%) thily tht phai nhép vién, 8 thiy tha can hd trg
oxy va 1 ngudi can dwge chim séc tich cuc.

Thir bay, ngay 18 thang 04, 2020

Care England, dai dién 16n nhét cho céc co s& chim séc stic khoe,
cho ring c6 d&n 7 500 ngudi c6 thé di chét vi COVID-19. biéu nay
c6 vé cao hon con s6 1 400 ca tir vong duwgc chinh phi wéc tinh.

Tai Y, 131 bac s da chét vi COVID.

Chi riéng tai Catalunya, khodng 6 615 nhin vién bénh vién va
thém 5 934 nguoi tai co s& cham séc ngudi gia dwgc nghi ngy
hodc di xac dinh nhiém COVID-19.
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Chu nhat, ngay 19 thang 04, 2020

Daily number of COVID-19 deaths

1200
1000
800
-
600 Germany
==K
400
200
0
11.03.2020 18.03.2020 25.03.2020 01.04.2020 08.04.2020 15.04.2020

Hinh 5. Sé ca t& vong do COVID-19 tai Birc (mau xanh &) va Vwong Quéc
Anh (mau den)

Thi hai, ngay 20 thang 04, 2020

Lan dAu tién trong lich s, chi s6 West Texas Intermediate (WTI)
- tiéu chuln cho gi4 diu & My, d3 gidm xubng dwéi mitc 03. Tai
mét s6 hgp ddng, gia tut xudng dén 4m 34 d6-la (-34 euro). Sau
gin hai thing suy thoéi lién tuc ctia thi trudng diu mé, tinh
huéng v6 1y nay 13 két qua ctia dai dich COVID-19 - khién nhu
ciu giam t&i 30%. Khi c4c giéng dau tiép tuc san xuit, ching cé
noi ndo d& du trir diu va cc nha diu tu sin sing tra tidn dé
téng khir chiing di.
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Ngudn: Pixabay

L& hdi Oktoberfest ctia Pirc bi hiy bé. L& hdi bia mang tinh biéu
twong ndy, con dwoc biét dén véi cai tén thong thudng 13 Die
Wiesn hoic “dong c6”, thu hit khodng 6 nguwdi tham quan tir
khip thé gi6i. Pugc td chic trong hon 2 tudn (Théng
Chin/Mudi), bén trong nhitng chiéc 18u chét ctirng kém nhirng
chiéc ban g dai, noi moi ngudi in mirng véi thirc n truyén
thdng, nhay mua, bia va quan 4o. Thiét hai cho thanh phé Mu-
nich dugc du dodn vao khoang mét ti euro.
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2. Dich té hoc

Bernd Sebastian Kamps

Vio thang 12 nim 2019, mdt s6 bénh nhan tai Vii Han, Céng hoa
Nhan dan Trung Hoa, d4 bi viém phdi va suy h6 hip goi nhé d¢én
dich SARS nidm 2003 (WMHC 2019, www.SARSReference.com).
DAu thang 1 nim 2020, mét loai vi rit mdi da duge phat hién tir
c4c mAu dich rira phé quan, thudc nhém betavi rit corona (Zhou
2020). Tir d6 dén nay (19 thang 4), vi rtit d3 lan dén khip moi noi
trén thé gidi. Hon 2,3 triéu trudng hop mic bénh véi hon
160.000 ngudi chét.

Trong churong ndy, chiing ta sé théo luan vé:
e Dudng lay truyén ctia SARS-CoV-2;
e Dai dich COVID-19 tu nhién va dich bénh 2.0;
e Phong tda va hiéu qua ctia né;
e Dic diém dich & mét sb noi;
e D& bo 1énh phong tda;
e Vugt qua COVID;
e Dot dich thit hai.

Su lay nhiem

Tir ngwdi sang ngwoi

Vi rit corona lay truyén qua dudng khong khi, phan-miéng hoic
qua vt tiép xtc (fomites), nghia la bat ky vat vé tri v6 gidc nao,
khi bi nhidm hoic tiép xtic vdi cc tac nhan truyén nhiém nhu vi
riit, c6 thé truyén bénh cho ngudi khac, vi du nhu nit thang
may, voi vé sinh... (Cai 2020). Ngudi ta cho rang SARS- CoV-2 lay
lan cha yéu qua tiép xic giita ngudi v6i ngudi qua cic giot hd
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hép dugc tao ra khi ho va hit hoi. Trong khi d6, céc con dudng
lay truyén khéc anh hudng thé nao dén sy lay lan cta dich bénh
van chwra dugc tim hiu rd rang.

Sw lay truyén SARS-CoV-2 tir ngudi sang ngudi dwoc chirng
minh chi trong vong vai tudn (Chan 2020, Rothe 2020). Khong rd
mirc d6 nghiém trong cta triéu chirng c6 lién quan dén sy lay
nhiém hay khéng. Ngay ca nhitng ngudi khdng cé triéu chirng
ciing ¢6 thé truyén virut va c6 mét ty 1 dang ké su lay truyén
thr phat dugc cho 1a d3 xay ra trwde khi ¢é triéu ching cia
bénh (Nishiura 2020). Tuy nhién, trong mét bdo cdo trwdng hgp,
khéng c6 bang chirng cho thiy su 1y nhiém dén 16 ngudi tiép
xtic gan, trong d6 10 ngudi 14 tiép xdc cé nguy co cao, tir mot
bénh nhan bénh nhe va dwong tinh véi vi rit 1én dén 18 ngay
sau khi dwoc chén doan (Scott 2020).

Vi riit SARS-CoV-2 rat d& lay lan, v6i hé s6 lay nhiém co ban R
vao khoang 2,5 (Chan 2020, Tang B 2020, Zhao 2020). [R phan dnh
s6 ngudi trung binh bi mic bénh do mét tru’dng hop bi bénh gay
ra trong sudt thdi ky 1y nhiém & mét quin thé chwa tirng tiép
xtic vdi dich bénh.]

Thoi gian G bénh trung binh 1a khoang 5 ngay (Li 2020, Lauer
2020). Khoang thdi gian néi tiép ctia COVID-19 - khoang thdi gian
tlr lic bénh nhan ban du khéi phét triéu chirng dén khi bénh
nhan bi lay thir cip khdi phat triéu chirng - dwoc wéc tinh
khoang tir 5 dén 7,5 ngly (Cereda 2020).

Lay nhiém qua tiép xtic vin 13 mét chit d& 1am cho moi ngudi lo
ling. Mdt nghién ciru (van Doremalen 2020) cho thiy vi rit cé
thé dwoc phét hién duéi dang khi dung (trong khéng khi) téi da
ba gid, t6i da bdn gid trén vat dung bing ddng, 1én dén 24 giy
trén bia c4c tong va tdi da hai dén ba ngdy trén bé mjt nhwa va
thép khong gi. Do d6, rira tay thudng xuyén va ding cach dugc
dwa ra nhu mot 15i khuyén bit budc.
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Kha ning liy nhiém ctia SARS-CoV-2 dudng nhu khéng bi giam
trong didu kién 4m va 4m (Luo 2020). Tuy nhién, mét nghién ciru
chi ra riing nhiét d6 cao va d6 4m twong dbi c6 thé 1am giam kha
ning lay truyén COVID-19 (Wang 2020). Hién vin chwa ré liéu
dich bénh cé tam thdi chim lai & chau Au va Bic My trong miia
hé 2020 hay khéng, va néu c6 thi sé & mirc d6 no.

Lay nhiém bénh vién

Céac bénh vién dudng nhu 1a mét moéi trwdng thuln lgi cho vi rat
SARS-CoV-2 lay lan. Trong mét sb trudng hop, bénh vién c6 thé
14 ngudn mang mim bénh chinh, vi vi rit dwoc sinh san nhanh
chéng bdi cc bénh nhan nhidm bénh va c6 diéu kién thuin loi
dé 13y lan cho cc bénh nhén chwra bi nhim bénh (Nacoti 2020).
Trong 6 tudn dAu cua dich bénh & Trung Quéc, di c6 1.716
trudng hop nhan vién y té dwoc chin dodn mic COVID-19 béng
xét nghiém axit nucleic va it nhat da cé 5 ngudi chét (0,3%) (Wu
2020). Mot nghién ciru bdo cdo ring vi rit dugc lan truyén rong
rai trong khong khi va trén bé mit vt dung & ca céc don vi hdi
sitc tich cuc (ICU) va c4c khoa phong tdng quat, ngu y nguy co
1ay nhim cao cho nhan vién y té. Sy lay nhiém cé nguy cao hon
& ICU. Vi rit da dugc tim thiy trén san nh, chudt méy tinh,
thiing rac, tay cAm va trong khéng khi cich bénh nhén khoang 4
m (Guo 2020). Vi rit ciing d3 dwoc phén l4p tir cic miu & bdn cdu
va bon rira, cho thiy ring sw phét tén vi rit qua phén c6 thé 13
con dudng lay truyén tiém tang (Young 2020, Tang 2020). Tuy
nhién, hiu hét cic nghién ciru chi danh gi4 RNA ciia vi rdt nén
van con phai xem xét liéu diéu ndy cé ddng nghia véi vi rit c6
kha ning gy bénh hay khong.

Cho du s lay nhiém bénh vién da duwgc ghi nhan ré rang nhung
c4c bién phap kiém soat nhiém khuin bénh vién phit hgp c6 thé
gitip ngin chin sy lay truyén niy (Chen 2020). Pidu niy di dwoc
chtrng minh cu thé bing trudng hop ctia mét ngudi nim trong
d6 tudi 60 da dén Vii Han vao ngy 25 théng 12 ndm 2019, trd lai
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1llinois vao ngly 13 thdng 1 nim 2020 vi truyén SARS-CoV-2 cho
chdng. Mic dii ca hai déu phai nhp vién trong ciing mét co s&
va c6 tiép xtic v6i hang tram nhan vién y té (HCW) (n = 348),
nhung khong ai bi nhiém bénh ca (Ghinai 2020). Tuy nhién, v&i
tinh trang phai l[am viéc trong mdt mdi trwdng cb nguy co cao,
thoi gian 1am viéc kéo dai va vé sinh tay sau khi tiép xdc véi
bénh nhén dwéi mirc téi wu da 1am cho nguy co mic bénh ting
1én (Ran 2020). Tai thoi diém ban dAu cta vu dich vao thang 3
nim 2020, hon mét nira trong sé 200 trudng hop mic bénh &
Sardinia 13 nh4n vién bénh vién hoic nhan vién y té.

Vao cudi thang 3, nhan vién y té 13n lugt chiém ty 16 13 12% va
8% céc trudng hop mic bénh tai TAy Ban Nha va Y. Viéc cé nén
deo khiu trang thudng quy trong bénh vién hay khéng van con
dang dwoc tranh ludn. Lgi ich chinh c6 thé 13 dem lai cho nhan
vién y té su ty tin dé tiép nhan va thuc hién céc bién phap
phong ngira (Klompas 2020).

Tinh dén ngay 18 thang 4, 130 bac si di chét & Y (khoang mot
nira trong sb ho 13 bac s gia dinh), 23 & TAy Ban Nha, con & Phap
thi chura c6 théng ké.

Truyén mau

Sau khi sang loc 2.430 miu mau dwogc hién ting trong thdi gian
thue (1.656 tidu ciu va 774 méu toan ph?m), céc tac gia tir Vi
Hén d3 tim thiy mAu huyét twong duong tinh véi RNA vi rit & 4
ngudi hién ting khéng cé triéu chirng (Chang 2020). Hién vin
chwa r6 lidu viéc phéat hién RNA clia virut trong mau cé thé lay
nhiém hay khéng.

Trong mdt nghién cttu & Han Qudc, bay ngudi hién mau khong
triéu chitng sau d6 dugc xac dinh 1a da bi mic COVID-19. Khéng
ai trong s6 9 nguwdi nhan tidu cAu hodic hdng ciu c6 két qua
dwong tinh v6i RNA clia SARS-CoV-2 (Kwon 2020). Can c6 thém
dir liéu trwéc khi c6 thé két luan viéc truyén mau khong phai la
con dudng lay bénh.
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Co sd cham séc dai han

Céc co s& chim séc dai han c6 nguy co cao dbi véi cac bénh
truyén nhiém qua dudng hé hip. Tai mét co s& chim séc chuyén
nghiép tai King County, Washington, Hoa Ky, d3 ¢4 167 trudng
hop COVID-19 dwoc ghi nhén trong vong chwra diy ba tudn sau ca
nhidm dAu tién bao gdm 101 bénh nhan, 50 nhéan vién y té va 16
ngudi thim nom (McMichael 2020) (Bang 1).

Tinh riéng trong sé nhitng bénh nhan mic bénh (d6 tudi trung
binh 12 83), ty 1é tir vong d4 1a 33,7%. C4c bénh nén man tinh bao
gdm ting huyét 4p, bénh tim mach, bénh thin, di théo dwong,
béo phi va bénh phdi. Nghién ciru chirng minh ring mét khi cé
mit trong cic co s& chim séc dai han, SARS - CoV - 2 s& c6 thé
lay lan nhanh chéng va rong rai.

Bang 1. COVID-19 & céac co s& cham séc dai han

Bénh nhan Nhanviényté  Nguwoi thdm nom

(N=101) (N =50) (N =16)
Tudi trung vi (khoang) 83 (51-100) 43.5 (21-79) 62.5 (52-88)
NG (%) 68.3 76 31.2
Nhap vién (%) 54.5 6.0 50.0
T& vong (%) 337 0 6.2
Bénh nén man tinh (%)
Tang huyét ap 67.3 8.0 12.5
Bénh tim mach 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 317 4.0 12.5
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Tau du lich va tau san bay

Tau du lich chd mét lwgng 16n ngudi trong mot khong gian nhod
hep. Vao ngay 3 thang 2 ndm 2020, 10 trwdng hgp COVID-19 da
dugc ghi nhin trén tau du lich Diamond Princess. Trong vong 24
gi®, nhirng hanh khach x4u sb nay da bi cich ly va dwoc dwa ra
khoi tau, trong khi nhirng nguwi con lai cling thuc hién cich ly
nhung phai & lai tau. Sau d6, hon 700 ngudi trong s6 3.700 hanh
khach va nhan vién tau c6 két qua dwong tinh véi SAR-CoV-2 (~
20%). Mot nghién cttu cho thiy ring néu khéng c6 bat ky si can
thiép nao thi s& c6 2.920 (79%) trong s6 3.700 hanh khach s& bi
nhidm bénh (Rocklov 2020). Nghién ctru ciing chi ra riing néu
viéc so tén tAt ca cac hanh khach dwoc thuc hién sém hon vao
ngdy 3 théng 2 thi s6 ngudi nhidm chi 13 76. Hién tai, tit ca cac
tau du lich déu phai neo dau & cic cang trén khip thé gidi va déi
mit véi mdt twong lai vo dinh. M6 hinh kinh doanh vin chuyén
hang ngan ngudi tir noi nay sang noi khac c6 1€ sé khong kha thi
trong nhiéu nim té&i.

Céc tau hai quan 16n dudng nhw dé bung phét dich. Trong vu
dich trén tiu san bay USS Theodore Roosevelt vao cudi théng 3,
khoang 600 thity tha trong sb 4.800 thily thi da bi nhiém SARS-
CoV-2 (xem thém muc Dién tién & ngdy 30 théng 3); khoang 60%
ngudi vin khdng cé triéu chirng. Mét thiy thi dang lam nhiém
vu d3 chét vao ngly 17 thdng 4 (USNI News). Trén tiu sin bay
Charles-de-Gaulle ctia Phap, mét vu dich 16n d3 dugc x4c nhin
vAo ngdy 17 thang 4. Trong s 1.760 thiy thi, c6 dén 1.046 (59%)
duong tinh vGi SARS-CoV-2, 500 (28%) ngudi cé triéu chirng, 24
(1,3%) thay tht phai nhép vién, 8 ngudi cAn phai thé oxy va mét
ngudi phai dugc chim séc ddc biét.
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Cac diéem nong lay nhiém trong thdi gian phong
toa
Dudng nhu trong cdc didu kién phong téa chit ché (ngudi dan
phéi & trong nha, chi dugc phép di 1am va mua sim d6 ding
thiét yéu), viéc lay nhiém vAn tiép tuc cha yéu & nhirng noi déng
ngudi va / hodc 1am viéc gn giii v6i nhau:

e Bénhvién

e (o sd chim séc dai han

e Nhata

e Tausin bay va cac tau quin sy khic

bai dich
bai dich tw nhién

Pai dich COVID-19 xay ra diu tién & thanh phd Vii Han, tinh HO
Bic, Trung Qudc va chi trong vong 30 ngay d4 lan rong tir HS Bic
dén céc tinh con lai ctia Trung Quéc dai luc, dn cic nwéc lang
giéng (dic biét 1a Han Qudc, Hong Kong, Singapore) va phia tiy
dén Iran, Chau Au va Chau My. C4c vu dich 16n dAu tién xay ra &
céc khu vure c6 mua d6ng lanh 18o (Vi Han, Iran, mién Bic nuwéc
Y, viing Alsace & Phép).

Mot tram hodc thim chi chi 50 ndm trudc, dai dich COVID-19 sé
theo tién trinh ty nhién ctia né. Vi ty 1¢ tir vong khoang 0,5%,
COVID-19 s& lan rong ra toan cu véi 7,0 ty nguwdi mic bénh va 40
triéu nguoi chét trong nim dAu tién (Patrick 2020). Pinh diém ti
vong (sb tir vong hang ngdy) sé dwoc quan sit khoang 3 théng
sau khi dich b4t diu & mirc d6 dia phwong. Mot mé hinh da dw
doén ring, 80% d4n s Hoa Ky (khoang 260 triéu ngudi) sé bi mic
bénh. Trong s6 d6, 2,2 triéu nguoi sé chét, trong d6 c6 4% dén 8%
ngurdi My trén 70 tudi (Ferguson 2020).
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Mét s6 chinh tri gia d xem xét nghiém ttic mot phién ban Dai
dich 1.0 nhu vay, suy do4n vé nhitng loi thé ctia viéc “dé vi rit
tu do lwu hanh™:

e Qudc diéu nay khong thé tranh khéi & céc quéc gia va
tiéu bang d lwa chon cac bién phép kiém sodt nghiém
ngit (Y, TAy Ban Nha, Phép, California, New York va mot
s6 khac).

e Sau ba thdng, 70% dan sé s& dwoc mién dich trwéc
nhirng dot biing phat tiép gia sé tranh dugc sy suy thoai
kinh té trdm trong, ma dudng nhuw theo (théng qua
nhidm SARS-CoV-2) va c¢6 thé hudng vé mia déng sau
d6 v&i mot su binh tinh. (Mién dich méc phai nhu viy sé
kéo dai trong bao 1au? C6 1€ chi vai ndm . Xem chuwong
Mién dich hoc, trang 89).

Vao gitta thang 3 ndm 2020, thu tudng cia mét nwédc la cyu
thanh vién cta EU da dwa ra khai niém “mién dich cong dong”
nhu mét giai phap cho dich bénh ma qudc gia ciia 6ng sip phai
d6i mit. Giai phdp gy sbc: chdp nhén ring phan 16n dan s6 sé bi
nhidm vi rit, sau d6 sé phat trién kha ning mién dich tip thé va
tranh dugc dich bénh vi rut corona & trong tuwong lai. Nhirng
con sb that tham khéc. Vi hon 66 triéu dan, khoang 40 triéu
ngudi s&é mic bénh, 4 dén 6 triéu ngudi sé mic bénh ning va 2
triéu ngudi cAn dwoc chim séc dic biét. Khoang 400.000 ngudi
Anh s& chét. Thi tudng du béo: “Nhidu gia dinh sé mét di ngudi
than sém hon ho nghi.”

bai dich 2.0: Phong téa

May mén thay, hién tai thé gii da dwoc ctru khéi tinh trang vi-
rut SARS-CoV-2 ¢4 thé lwu hanh tu do. Rét cudce, lodi ngudi cé
thé thay dbi khi hau, viy tai sao khong thir thay ddi dién bién
ctia dai dich? Mic dit c4c nha kinh té canh béo ring thit nghiép
c6 thé vugt mirc cudc Pai khing hoang (Great Depression) vio
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nhitng nam 1930, nhung hiu nhu tt ca cc chinh phu déu ddnh
gi viéc ciru séng hang trim nghin ngudi cao hon 13 trénh dwoc
mét cude suy thodi kinh té 16n. PAu tién & Trung Quéc, sdu tuin
sau & Y va mot tudn nira & hdu hét cac nwéc Tay Au, mot sy thir
nghiém chua tirng cé v6i quy md khéng 16 da dugc bit dlu: ra
1énh phong téa toan quéc. G Y va T4y Ban Nha, moi ngudi dugc
1énh & nha, ngoai trir “cic hoat dong thiét yéu” (mua thuc phim,
thu6c men va cic nhu yéu phim khéic), dén bénh vién hoic di
1am. Ngudi Y dugc khuyén & nha ngay ca vio ngy Pasquetta ndi
tiéng, Little Easter, noi moi ngudi thudng dd vé nong thén dé
tan hwéng mét chuyén da ngoai véi gia dinh va ban bé. Ngudi Y
tham chi khong dwgc phép di chuyén tir lang ndy sang lang khéc.

Két qua cua viéc phong toa
Két qua clia c4c bién phép phong téa c6 thé dugc do ludng bing
céc con sb sau:

e SO ngudinhiém SARS-CoV-2

e S0 ngudinhip vién

e SO bénh nhan dugc diéu tri tai cac don vi hoi sirc tich

cuc (ICU)
e SO catlr vong

$é lwgng nguwdi nhiém SARS-CoV-2

s ngudi nhiém méi SARS-CoV-2 hing ngdy di tré thanh mot
théng 18 & hau hét c4c qudc gia. Con s nay thuc su 1a mot chi s6
danh gia sw phat trién ctia dich bénh va tic dong ctia céc bién
phap phong téa & mdi qudc gia.

Tuy nhién, nhitng dit liéu ndy khéng phdn dnh diing s6 lwong ngui
mdc bénh thuc sw. D& biét con s6 ndy, toan bd ngudi dan cin phai
dwoc xét nghiém, didu nay tit nhién 13 khéng thuc té. Udc tinh
t8t nhit chi cé thé dwgc thye hién bing mé hinh toan hoc. That
ngac nhién, cic md hinh du dodn dAu tién cia dich bénh & chau
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Au d3 tiét 16 ring céc trudng hop mic COVID-19 dwogc béo céo
chi dai dién cho mét phin nhé sb ngudi thuc sw mic bénh. Mot
mb hinh dua trén sb tir vong dwgc quan sit & 11 qudc gia chau
Au goi ¥ riing s8 ngudi méc bénh thuc si cao hon nhidu so véi
cac trudng hgp dugc bdo cédo (Flaxman 2020). Theo mé hinh,
tinh dén ngay 28 thing 3, tai Y va T4y Ban Nha lin lugt c6 5,9
tridu va 7 triéu ngudi cé thé di bi nhiém SARS-CoV-2 (Bang 2).
Dirc, Ao, Pan Mach va Na Uy sé& c6 ty 1é tAn cong thip nhit (at-
tack rates) (I3 ty 16 dan s6 c6 tiép xiic bi mic bénh). Néu cic gia
dinh nay dugc x4c thuc, s6 trudng hgp thuc sw sé nhidu hon s6
trudng hop dugc béo cdo vao ngdy 28 thang 3 (Y: 92.472; Tay Ban
Nha: 73.235; Phép: 37.575) dén gip hai lan.

[Di liéu dwoc cung cip bdi Flaxman va cong su ngay lap tirc
dwoc phan tich béi cac nha dich t& hoc. Thir nhat: néu vio ngy
28 thang 3, s6 nguwdi mic bénh & Y 13 khoang 6 triéu (véi khoang
tin cay 13 2 dén 15 triéu) va néu gia sir 18 ngdy sau dé, tdng sb
ngudi chét & Y 13 khoang 30.000 (con sb chinh thirc bdo cdo vio
ngay 15 thang 4 1a 21.645 trudng hop tir vong), ty 1€ tir vong do
mic COVID-19 & Y ¢ thé ndm trong khoang 0,5% (0,19% -1,6%).
Tht hai: néu vao cudi thang 3, khoang 60% sb ca tir vong & Y
dwoc bdo céo tir ving Lombardy, thi 60% trong s6 6 triéu ca
nhidm SARS-CoV-2 du kién cia Y, tc 3,6 triéu, s& xdy ra & mot
khu vire c6 dan s6 10 tridu. Hon nita, 20% tdng sb ca tir vong & Y
dwoc béo cdo tir tinh Bergamo, noi ¢6 dan sb 1,1 triéu ngudi. Cac
nghién ciru v& ty 16 mic bénh dua trén xét nghiém khang thé s&
sém loai b6 nhirng s8 lidu nay.]
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Bang 2. Uéc tinh s6 ngwdi mac bénh ké tir ngay 28 thang 3 nam 2020

S t&r vong % dan <&

vao ngay 28 o dan so £ e
thang 3 tai méc bénh* SO0 ngwdi mac bénh
quoc gia

Ao 1.1% (0.36%-3.1%) 96,800

68 (31,680-272,800)

Bi 3.7% (1.3%-9.7%) 425,500

353 (149,500-1,115,500)
Pan Mach 1.1% (0.40%-3.1%) 63,800

65 (23,200-179,800)
Phap 3.0% (1.1%-7.4%) 2,010,000

2,314 (737,000-4,958,000)
buc 0.2% (0.28%-1.8%) 166,000

433 (232,400-1,494,000)
Y 9.8% (3.2%-26%) 5,919,200

10,023 (1,932,800-15,704,000)
Na-uy 0.41% (0.09%-1.2%) 21,600

23 (4,860-64,800 )

Tay Ban Nha 15% (3.7%-41%) 7,035,000

5,982 (1,735,300-19,229,000)
Thuy Dién 3.1% (0.85%-8.4%) 316,200

105 (86,700-856,800)
Thuy Sy 3.2% (1.3%-7.6%) 275,200

264 (111,800-653,600)
Vuwong Québc 2.7% (1.2%-5.4%) 1,798,200

Anh (799,200-3,596,400)
1,019

*trung binh (khoang tin cay 95%)

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

Cac don vi hoi sirc tich cuc (ICU)

Mbt chi sb dang tin ciy vé xu huéng dich 13 s6 ngudi dwoc didu
tri tai cac don vi hdi sitc tich cwe. Tai Phép, sb lugng vio ICU méi
tai bénh vién d3 1én dén dinh diém vao ngdy 1 thing 4 (Hinh 1),
trong khi sy thay di hang ngdy & nhitng ngudi dugc didu tri
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trong ICU (s can bang giltra gilta ngudi ra va vao ICU; Hinh 2)
bt dAu 4m mét tudn sau dé.

Nouvelle admissions en réanimation

Hinh 1. Sé Iuong vao ICU méi hang ngay vi COVID-19 (truc y: Nouvelles
admissions en réanimation).

Ngudn: Pandémie de Covid-19 en France, Wikipedia.

Variation des cas en réanimation

Hinh 2. Sy thay ddi hang ngay vé& sb lwgng ngwdi trong ICU vi COVID-19
(truc y: Variation des cas en réanimation).

Ngudn: Pandémie de Covid-19 en France, Wikipedia.

S6 ca tir vong

Nhirng ngudi mic bénh khong triéu chirng khéng dwoc chi y
nhidu. Ngay ca khi mic bénh véi triéu chirng nhe dén trung binh
ciing c6 thé khong dwgc chi y dén. Nhung tir vong thi khéng. Do
d6, cc trudng hop tir vong phan 4nh tinh hinh thuc té COVID-
19 t8t hon s6 ngudi nhiém SARS-CoV-2. Hinh 3 va 4 cho thiy s&
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ngudi chét & Y va Tay Ban Nha tir ngdy 4 thing 3 dén ngay 19
thang 4.

Tuy nhién, nhirng con s6 nay chuwa hoan thién va s& sém ting
1én. (cé thé tdng 10%, 30%, 50% hodc nhidu hon? Khéng ai biét
dwgc.) §Y, dic biét 1a & cac khu vure phia Bic bi anh hudng ning
né nhét, mot sb ngwdi nhat dinh d3 chét tai nha va khéong dugc
tinh trong cac sb liéu théng ké chinh thirc. § Tay Ban Nha, nhiéu
thanh phé ghi nhén ty 18 tir vong rit cao khéng giéng nhu ti 1&
chung ctia quéc gia. § Phép, ciing nhw & cic nwée khéc, sb6 ngudi
chét & cdc co s& cham séc dai han ban diu khéng dugc tinh dén.
Hinh 3 cho théy s ngudi chét mdi ngay giam khoang ba tudn sau
khi thuc hién c4c bién phdp phong téa (Y: 8/10 thang 3; TAy Ban
Nha: 14 thing 3)

Daily number of COVID-19 deaths

1200
1000

800

600 —=Spain

-»Italy
400

200

0
04.03.2020 11.03.2020 18.03.2020 25.03.2020 01.04.2020 08.04.2020 15.04.2020 22.04.2020

Hinh 3. Sé ca t&r vong do vi rit corona & Y va Tay Ban Nha tir ngay 4 thang
3 dén ngay 19 thang 4. Ngudn: worldmeter.info, Johns Hopkins CSSE
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Cac nudc va chau luc

Vio ngdy 23 thng 1, Trung Qudc di ra lénh phong téa quy md
16n dAu tién trong lich sir. Tiép dén 13 cac nuwdc chau Au vio 6
tuin sau d6. Pang kinh ngac, hiu nhv khéng cé quéc gia chiu Au
nao thue sw chuln b cho dai dich COVID-19 mic di tit ca déu
nhin thiy nhitng gl d xay ra & Trung Qudc trong hon mét théng
6. Dén khi céc nréc chiu Au ban b6 cic bién phap phong téa thi
né lai khong dugc ap dat nghlem ngdt va nhanh chéng nhu &
Trung Qubc. § mét sé qubc gia, viée phong téa dugc tang dan
trong nhiéu ngdy (Y), trong khi & cac qudc gia khéc, hé théng tau
dién ngim van tiép tuc hoat déng va rit déng ngudi vin vui vé
chay bb trén dwdng phé (Paris, Phép). Nhw viy, ngay tir dau, ré
rang dich bénh & chiu Au s& cAn nhiéu hon vai ngdy hodc vai
tuln so v6i & Trung Qubc dé giam s ca mic bénh va tir vong. Cc
d?an sau dy tém tit cic dic diém ndi bat ctia dich bénh & mot
s0 noi:

Trung Qu("ic

Su lan réng ra toan quéc dén tat ca cdc tinh ctia Trung Quéc vio
théng 1 nam 2020 dugc thic diy béi cdc du khach d3 dén Vii Han
trwc L& hdi mia xudn truyén théng (Zhong 2020).

B4t dAu vio ngdy 23 thang 1, Trung Quéc da 4p dit 1énh phong
téa toan bd dan sé & Vii Han va sau d6 13 toan bo tinh H) Bic.
Pay 1a mot didu dang kinh ngac, xuit hién 1in dAu tién trong lich
str loai ngwdi ma ngay ca cac chuyén gia ciing khéng ddm mo
wéc dén: kiém ché dich bénh do mét loai vi rut rat d& lay lan (Lau
2020). Ap dit cac bién phép phong téa nghiém ngit di v6i ngudi
dan & cac khu vure ¢6 nguy co cao hién dang dugc cic qubc gia
trén thé gidi thuc hién, cé thé thém hoic bét di mét sé bién
phap dé dat hiéu qua hon.

Hinh 6 di chiing minh sém nhit 13 bén tuin sau khi phong toa
Vii Han, cac bién phadp nghiém ngit nay méi cé kha nang ngin
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chdn dich bénh. Hinh dnh nay trinh bay cac dwong cong dich
bénh COVID-19 & Trung Quéc véi cic trudng hgp mic bénh dwge
x4c nhén boi xét nghiém theo ngay khédi phat triéu chirng (mau
xanh) va ngdy bdo co (mau cam). Dir liéu dwgc tdng hgp vio
ngay 20 thing 2 niam 2020, bdn tudn sau khi bit dlu cac bién
phép cich ly bao gém phong téa g?in 60 triéu ngudi & tinh H)
Bic ciing nhw han ché di lai d6i v6i hang trim triéu céng dan
Trung Quéc. C4c cdt mau xanh cho théy (1) dich bénh ting
nhanh tir ngay 10-22 thdng 1, (2) cac trudng hgp dugce béo cdo
(theo ngay khéi phat) dat cuc dai va giam dan trong khoang thi
gian tir 23 dén 28 thing 1 va (3) giam dan sau dé (ngoai trir bio
cdo ting dot bién vio ngay 1 thdng 2). Dua trén nhitng di liéu
nay, ching t6i c6 thé du dodn sb trudong hop mic bénh dwoc bdo
cdo sé giam sau khoang ba tuln sau khi thuc hién cic bién phép
cach ly nghiém ngit.
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Hinh 6. Sy bung phat dich & Trung Quéc vao thang 1/ thang 2 nam 2020.
Céc duong cong dich té theo ngay khéi phat triéu chirng va ngay bao céo
vao ngay 20 thang 2 ndm 2020 dbi véi cac trueng hop COVID-19 dwoc xac
nhan bang xét nghiém trén ca nwéc. Dwoc sira dbi tir Bao cao cla Phai
doan chung WHO-Trung Quéc vé bénh vi rat corona 2019 (COVID-19). 16-
24 thang 2 nam 2020. https://www.who.int/publications-detail/report-of-the-
who-china-joint-mission-on-vi rat corona-disease-2019-(covid-19)
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Ba théng sau khi dich bénh bit dau, chinh quyén Trung Qudc bit
diu d& bé cac han ché di lai, cudc song binh thudng dan dugc
khéi phuc ngay ca & nhitng tinh bi &nh hudng ning nhit.

Trong mot nghién ctru vé sb trudng hop dwoc bao cdo dén ngay
11 théng 2, trong sb 44.672 ngudi mic bénh, hiu hét & do tudi
30-79 (86,6%), dwoc chin doan & HO Bic (74,7%) va bénh nhe
(80,9%) (Wu 2020). Téng cdng c6 1.023 trudng hgp tir vong trong
s6 cc trudng hop mic bénh véi ty 18 tir vong chung 13 2,3%.

C4c md hinh d3 wéc tinh cdc bién phdp cich ly va han ché di
chuyén anh hwéng nhu thé nio dén két qua dich bénh dau tién &
Trung Quéc. Theo mét méd hinh, néu khéng cé lénh cim di
chuyén & Vii Han, sé& c6 744.000 trudng hgp vio ngly 19 thang 2,
ngdy thir 50 cta dich (Tian 2020). Chi riéng vé6i 1énh cAm di
chuyén & Vil Hén, s trudng hop mic bénh di giam xubng con
202.000.

Lombardy va Y

Y 14 qudc gia chau Au dAu tién bing phét dai dich. Phén tich b
gen hoan chinh ctia cdc miu phan l4p SARS-CoV-2 cho thiy réing
vi rit d3 ¢é mit trudc d6 nhidu 1in (Giovanetti 2020). Mic di
trudng hop dau tién dugce chin doén vao ngdy 20 thang 1, nhung
quy mé ctia vu dich cho thiy ring vi rit da lwu hanh trong nhidu
tudn, cé thé sém nhat 13 vao ngay 1 thing 1 (Cereda 2020).
Nhitng ngudi & Milan nhé vé viéc thudng xuyén cé cic trudng
hop viém phdi bat thudng vao giira thang 1 (Dario Barone, ¥ kién
cd nhan).

VAn chwra r 1y do tai sao dich bénh c6 mét sw chuyén bién manh
mé nhu vay & khu vure phia bic nwéc Y, dic biét 13 & Lombardy,
trong khi cdc khu vuc khic, dic biét 1a cic tinh phia Nam lai
twong dbi it. Mot sw kién siéu ly nhiém c6 thé 13 tran béng d4
Champions League giita Atalanta (Bergamo va Valencia) vao
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ngdy 19 thing 2 tai sin vin dong San Siro & Milan. Bén muoi bén
ngan ngudi hAm mé tir Y v TAy Ban Nha da ching kién chién
thing 4-1 ctia d6i béng chii nha. Viéc di chuyén hang loat tir Ber-
gamo dén Milan va ngwoc lai, hang gi& la hét ciing nhw cdc dn
mirng sau d6 trong vé s6 cic quan bar di duwgc mét sb nha
chuyén mbén coi 1a mét “qua bom sinh hoc vi rat corona”. Sy ing
hé gia thuyét nay xuét phét tir mét nghién citu gin day da quan
sat dugc nhirng giot bin chét léng & miéng dwoc tao ra khi néi
bing su tin xa anh séng laser (Anfinrud 2020). Nghién ctru cho
thay khi dung va giot bin ting 1én theo d6 to ctia 13i ndi. Tiéng la
16n va dai ding nhu thudng gip trong chlen thing 4-1 & vong
loai ttr két Champions League c6 thé tao ra sb giot bin nhu khi
ho (Chao 2020).).

Lam thé ndo ma sy khéi d4u ctia mét vu dich quan trong nhu vy
c6 thé bi bo 15? Cac dau hiéu vin & d6, nhung viéc gidi ma chiing
khéng don gian. So véi mua cim hang nam, ti&r vong do COVID-
19 & ngudi cao tudi c6 thé d& bi hiéu nhdm thanh tir vong do
cim mua. Nguoc lai, trong nhém tudi xa hdi ning dong nhit -
nhirng ngudi tré tudi chen chiic trong quan bar, nha hang va vii
trudng -, vi rat SARS-CoV-2 sé khéng giy ra cic triéu chirng de
doa dén tinh mang ngay. Trw6c khi biing phét, dich bénh d3 cé
thoi gian (it nhit mot thang) dé 16n manh.

T4y Ban Nha

T4y Ban Nha hién 13 qudc gia chau Au c6 sb lugng cac trudng
hop dwoc bio cdo va du kién cao nhét (Flaxman 2020). Khu virc
chiu anh hwéng ning né nhit caa dich bénh 13 Céng ddng viing
Madrid (Community of Madrid), chiém 28% c4c trudng hop mic
bénh tinh dén giira thang Tu.

May mén thay, Pai hoi Thé giéi Di dong & Barcelona, 13 dai hoi
cong nghé 16n nhét thé gidi, du kién dién ra vao ngiy 24-27
théng 2, da dwogc hity bo hai tuin trudc d6, mic dii céc co quan y
té khing khing khing dinh khéng cé nguy co caa dich bénh.
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Quyét dinh niy dwoc dua ra sau khi mét s8 cong ty cong nghé
16n nhit (ciing véi LG, Facebook, Sony va Vodafone) tir chéi
tham gia vi sg lay nhiém trén quy mé 16n tir nhitng nguwdi tham
du. Py 1 cti d4nh dAu tién vao nganh du lich T4y Ban Nha.

Vao ngay 14 thang 3, Chinh pht Tay Ban Nha d3 ban hanh “tinh
trang khin cAp” trong mudi I3m ngly, kéo dai dén sau ngiy 26
théng tw. Biy gid né da dugc gia han dén ngiy 9 thang 5, mic du
tré em dudi 12 tudi s& c6 thé di lai vio ngdy 27 thang tu. Di
chuyén ty do ctia céng dan chi dugc gidi han trong viéc mua
thuc phdm, thudc men hodic dén cac trung tAm y té hodc noi lam
viéc (tinh dén ngay 20 thang 4, khoang 20% luc lwong lao dong
s& di 1am lai). Mit na va ging tay hién dwoc dwa cho bat ky ai di
vio tau dién ngim, va s& dugc céc co quan y té bdi hoan tir ngay
22 thang tu.

Phap

Dich & Phdp di chirng minh tAm quan trong ctia mdt con sb
chim séc sttc khoe quan trong nhit trong dai dich COVID-19: s6
giudng sin cé trong cac don vi hdi sirc tich cuc, dwoc trang bi
mit na thd va dugc van hanh hoan toan bdi ddi ngii chuyén
mén. Sy bung phat dau tién 1a & khu vuc phia déng Mulhouse,
Alsace, gin bién gidi Thuy Si va Dirc, noi mot su kién siéu lay
nhiém di phéat tdn SARS-CoV-2 cho nhitng ngwdi tham du tai
mdt cudc hop ton gido tir ngdy 17 dén 24 thang 2. Ba tun sau,
c4c bénh nhan bt dAu tran vio céc bénh vién dia phuong, va
ching nhanh chéng bi qua tai. Cic bénh nhin trong tinh trang
nguy kich di dwgc vin chuyén bing may bay t&i Dirc, Thuy ST va
Luxembourg @& diéu tri. Sau dé, vao cuéi tudn ngdy 21 théng 3,
hiu nhu ngiy nio benh nhian ciing d6 vé c4c bénh vién cia ving
Greater Paris, noi c6 so giudng don vi hdi sirc tich cuc da ting tir
1.400 1&n 2.000 vio tuln trudc. G dinh diém cta dich bénh, hon
500 bénh nhan d3 dwoc so tan khéi cic diém néng nhu Alsace va
khu vuc Greater Paris dén céc ving khic cé s6 ngudi mic
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COVID-19 it hon. C4c tiu cao téc TGV va mdy bay chuyén dung
d3 dugc trién khai dé van chuyén bénh nhan & cic viing xa nhw
Brittany va khu vuc Bordeaux & phia TAy Nam, cach Paris 600 km
va Mulhouse 1000 km. Viéc quan ly giwvdng ICU ctia Phép la mét
thanh cong 16n v& mit hau cin.

Anh

& Anh (nhu & mét s6 noi khdc & Brazil va My), viéc diéu dong
chinh tri vung vé va/hoic phu nhin tinh trang thuc té cua
COVID-19 d3 lam cham viéc bt diu c4c bién phap phong tda tir
mét tudn trd 1én. Véi quy md dich bénh ting gip déi ctr sau 7
ngy (Li 2020), khoang 50% va 75% sb trudng hop tir vong d cé
thé dwoc ngin chin néu phong téa hoic gidn cach xa héi dwoc
thue hién trwéc dé6 mét hodc hai tudn. DIt liéu so bd tir Ireland
va Vurong qudc Anh dudng nhw x4c nhin gia thuyét niy. Lich sir
s€ ghi nhé.

Ty 1¢ tir vong thip & birc

Ty 18 tir vong & Pirc dudng nhu thip hon so véi céc nuwéc khéc.
Tinh dén ngdy 11 thang 4, ca nw6c bio cio cb 2.736 trudng hop
tir vong trong s 122.171 trudng hgp mic bénh (ty 1é tir vong ca
bénh [CFR]: 1,9%). Pidu ndy trdi ngwoc hoan toan véi nwéc Y
(18.849 trwdng hop tir vong, 147.577 trudng hgp mic bénh; CFR:
12.8%), TAy Ban Nha (13.197 trudng hgp tir vong, 124.869 trudng
hop méc bénh; CFR: 10.6) va Vuong quéc Anh (8.958 trudng hop
tir vong, 73.758 trwdng hop mic bénh; CFR: 12,1%). C6 gia dinh
cho ring Iy do chinh cho su khéc biét nay chi don gian 12 viéc xét
nghiém. Trong khi cic qudc gia khéc chi tién hanh xét nghiém
han ché & c4c bénh nhan 16n tudi bi nhidm virut ning, thi Btrc da
thuc hién véi sb lwong 16n xét nghiém bao gdm céc trudng hop
bénh nhe & ngudi tré tudi (Stafford 2020). Cang nhidu ngudi
khéng c6 hodc ¢6 triéu chirng nhe, thi ty 1é tir vong cang thip.
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Cac phwong phép PCR déng tin cdy di dugc béo cdo vao cubi
thang 1 (Corman 2020).

Hon nita, trong hé théng y té cong cong ctia Pirc, xét nghiém
SARS-CoV-2 khéng chi gigi han & cic phong xét nghiém tip
trung nhu & nhidu quéc gia khéc ma cé thé dugc tién hanh tai
c4c phong xét nghiém du chuin trong ca nwéc. Trong vong vai
tudn, cong sudt tdng thé dat téi nira triéu xét nghiém PCR mdi
tudn, Tuong tu, ty 18 tir vong thip ciing dwgc nhin thiy rd & Han
Quéc, mdt quéc gia khéc cé ty 18 xét nghiém cao.

Vi cic bién phép phong toa it nghiém ngit hon & blc - moi
ngudi dugc khuyén & nha nhung cé thé di lai ty do hon so véi ¥
va Tdy Ban Nha - nhitng tudn t6i sé cho thiy hiéu qua cua
phuong phép nay. Mét ly do quan trong khéc giai thich ty 18 ti
vong thap & Pirc 13 phan bé tudi. Trong nhirng tudn dAu tién cia
vu dich, hau hét moi ngudi bi nhiém bénh tir cic 1& hoi hoic di
trugt tuyét trong ki nghi. Phin 16n ho déu dudi 50 tudi. Ty 18 tir
vong & nhém tudi ndy thip hon rd rét so véi ngudi gia.

Bic My

Gidng nhu Iran, noi ché d6 che ddy tin tic vé vi rit corona trong
ba ngiy dé tranh anh hudéng dén cudc bau cir tai quéc hdi vio
ngay 21 thing 2, chinh tri trong nwde (lo ngai sy gidn doan kinh
té c6 thé giy ton hai dén co hoi tai dic cir; xem Tap chi Y khoa
Anh Quéc-British Medical Journal vio ngly 6 théang 3 nim 2020)
anh hudng dén viéc thuc hién phong chdng dich bénh & My.
Tinh dén thoi diém viét quyén sich niy (19 théng 4), d4 c6 hon
700.000 ngwdi mic bénh va 40.000 ngudi tir vong di duwgc bdo
c40, gAn mdt nira dén tir New York va New Jersey. Tdng sb ca tir
vong ctia lan séng COVID-19 dAu tién c6 thé 1én t&i 60.000, it nhat
mét nira trong s6 d6 da c6 thé dwgc ngin chin (xem muc clia
Vuong qudc Anh, trang 61). Do thiéu sy lanh dao chwa tirng c6
trong lich str, My hién 13 tAm diém ctia dich bénh COVID-19.
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Chau Phi va Nam My

Céc trudng hop mic méi dwoc béo cdo tir khip noi trén thé gidi,
nhung con sb vin con twong dbi thap & Chau Phi v Nam My.
Mbt nghién ctru da wéc tinh nguy co lan truyén SARS-CoV-2 qua
chuyén bay ché céc hanh khach tir bon thanh phd 16n ctia Trung
Quéc (Vii Han, Bic Kinh, Thugng Hai va Quang Chiu) (Haider
2020). Tir ngly 1 dén 31 thang 1, c6 t&i 388.287 hanh khach d3
dén 1.297 san bay & 168 qudc gia hodc ving lanh thé trén toan
thé gidi. Vao thang 1, nguy cd lan truyén virut sang chau Phi va
Nam M§ dudng nhu & mirc thip.

Vao ngay 19 thang 4, Chau Phi, Nam Phi, Ai C4p, Algeria va Mo-
rocco di bdo cdo tir 2.500 dén 3.000 trudng hop & mdi quéc gia.
Algeria c6 s6 ngudi chét cao nhét (367), nhidu trong s6 d6 c6 thé
bt ngudn tir nhitng céng dan dang séng hodc trd vé tir Phap.
Con sb cao nhu vy cho thiy s8 ngudi nhiém bénh & Algeria cé
thé cao hon ddng ké so véi con s6 2.500 dwoc béo céo chinh thirc.
& Nam My, Brazil dang trén dudng tré thanh mét 6 dich 16n do
sw quan ly yéu kém. Ecuador, mét qudc gia c6 17 triéu ngudi, cé
s6 ngudi chét cao nhét so véi quy mé dén sb.

Uc va New Zealand

Tai Uc, tong s6 trudng hgp mic méi ting theo cAp s6 nhan ké tir
khi trudng hop diu tién duge xdc nhin vio ngay 25 thing 1, duy
tri én dinh vio khoang ngay 22 théng 3 va bit dAu giam vao dau
théng 4. Tinh dén ngly 19 thang 4, d3 ¢4 6.606 trwdng hop mic
bénh dugc bdo céo, gin 50% trong s6 d6 dén tir New South
Wales.

New Zealand di b4o céo trudng hop mic COVID-19 dAu tién vao
ngay 28 thang 2. Ngay 26 thang 3, chinh phu d3 thuc hién 1énh
phong téa trén toan qudc, cong dan chi cé thé r&i khéi nha trong
c4c hoat ddng thiét yéu. Tiép xdc gin (close contact) chi dugc
phép véi nhitng ngudi trong ciing mét gia dinh. Véi dan s 5
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triéu nguoi, cd nwdc da cb 1.431 trudng hgp vao ngay 19 thang
Tu. Muwdi hai nguwoi da chét.

I'é
Hudng den ngirng phong tda
Trong nhitng tuln t6i, cic qudc gia di ra 1énh phong téa s& phai
dwa ra mét giai phap can bing - binh thuwdng héa va khéi phuc
c4c hoat dong xa hoi - ddng thdi giam thiéu rai ro gy ra lan
séng dich bénh tham khéc thir hai (Normile 2020). Quy tién té
Quéc té (The International Monetary Fund - IMF) dy bdo GDP
toan ciu sé giam 3% trong nim 2020. Trong cudc suy thoéi kinh
té khong gidng véi cc cudc suy thoéi khic & thai binh trong gin
1 thé ky, sé khién GDP cta khu virc ddng euro, My va Vuong
qudc Anh c6 thé giam tir 5.9% dén 7,5%. V& mit kinh té, viéc
phong téa kéo dai sé khong bén virng. Nhirng gi da dugc thuc
hién - tirc cach ly toan bd dén s kéo dai hang thing - khé c6 thé
duoc lip lai.
Céc qudc gia s& phai quyét dinh cic hoat dong ndo c6 thé dugc
mé tr& lai, diéu chinh thdi gian, cAn nhic ngirng phong téa &
mét s6 khu vure sém hon céc khu vue khic va quyét dinh hoat
dong ndo sé& bi ngung tré trong vong it nhit 6 thang tdi, cho t&i
khi vaccine sdn sang:
1. Giam thiéu kha ning lay truyén
e Tit ca c4c cudc tu hop dong ngu’o’l phai bi cAm, bao gom
céc su kién thé thao, 18 hdi va v1gc md& lai cac rap chleu
ph1m vil tru’o’ng va quan bar. De dat hiéu qua, mot s6

quoc gia cé the g1a han c4c 1énh cAm nay cho dén khi c6
vaccine cho tat ca.

e Tri hodn mét phan viéc m& lai cdc trudng dai hoc, viéc
day hoc c6 thé dugc tb chic truc tuyén.

e DPeo khiu trang noi céng cong (Anfinrud 2020).
2. TSi da héa céc hoat dong kinh té (trong khi vAn dam bao gidn
cach xa hoi)
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o Ngudi tré tudi cé thé trd lai 1am viéc, cac trudng hoc phai
mé cira sém nhit c6 thé dé tré em c6 thé dén truong
e Cac cira hang nhé 1é dugc phép kinh doanh truéc, sau d6
la céc cira hang 16n hon
e Khich san va nha hang sé dwgc md cira & céc giai doan
sau
Ao 13 qubc gia Chau Au dAu tién néi long cac bién phép phong
téa. Vio ngly 14 thang 4, nudc ndy di cho mé& cira tit ca cic
xudng sira chira 6 t6 va xe dap, rira xe, clra hang ban nguyén vit
liéu x4y dung, sit va gd, cac khu vurdn trung tim (bt ké quy mé)
cling nhw cac cira hang khéc véi dién tich kinh doanh duwéi 400
mét vudng. Nhitng cira hang nay phai dam bao ring chi c6 mét
khéch hang trong mdi 20 mét vubng. Riéng & Vienna, 4.600 cira
hang dugc cho phép mé ctia trd lai, nhwng giéi han thoi gian mo
clra tlr 7 gi® 40 t6i 19 gid. Lo trinh cho cdc tudn va thang tiép
theo dwoc can nhic nhu sau:
e Ngiy 1 théng 5: Tt ca c4c cira hang, trung tim thwong
mai nho va tiém lam téc dugc phép mé cira tré lai.
e Ngay 15 thang 5: C6 kha nidng sé m¢& lai cac dich vu nhw
nha hang va khich san.
e Sau ngay 15 thang 5: C6 kha nidng trudng hoc dwgc mé
ctra lai.
e Thang 7: Cé kha ndng nhung chua chic chin - t6 chic cac
su kién theé thao, 4m nhac, nha hat, rap phim...
Tu thir 2, ngay 20 thang 4, Pirc sé mé& clra trd lai cic clra hang
nhé c6 dién tich cc khu ban 1é dwéi 800 mét vudng, véi didu
kién cac bién phép vé sinh va giin cach x3 hoi dugc 4p dung. Cac
dai ly xe hoi, clra hang xe dap va cira hang sach 16n hon ciing cé
thé duoc mé cira trd lai.
Trudng hoc s€ m& clra tré lai vao ngay 4 thing 5, wu tién cho cic
hoc sinh phai lam bai thi. Cac cudc tu hop dong ngudi sé van bi
cAm trong subt miia xuin va mia hé. Khong cé quyét dinh nio
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dwoc cong bd vé thdi gian va liéu 6 gidm cac bién phap han ché
d6i v&i nha hang va quén bar hay khong.

“Vuot qua COVID”

& nhirng quéc gia hién tai dang ddi mit vdi tinh trang bung phét
manh mé ctia dich COVID-19, sé ngudi chét c6 thé 1én t6i hang
chuc nghin ngudi. Nhitng ngudi séng sét qua giai doan ning,
hodc bi bénh nhe, nhip vién hay khong nhip vién sé tao ra dugc
c4c khang thé chdng lai vi rit SARS-CoV-2 (Zhang 2020, Okba
2020). Tham chi nhirng nguwdi di bi nhiém vi rit nhwng khong cé
tridu chirng ciing sé c6 khang thé. Nhin chung, hang triéu ngudi
&Y, T4y Ban Nha va Phap s& c6 khéng thé chéng lai SARS-CoV-2.
& Han Quéc va cac noi khéc, hon 100 ngudi hdi phuc sau khi mic
COVID-19 d3 cho két qua dwong tinh trd lai (Ye 2020) din dén lo
ngai ring nhitng bénh nhan da hdi phuc rdi vin c6 thé ¢ nguy
co tai nhidm. Tuy nhién, khéng cé d4u hiéu cho thiy ching d&
lay lan. Loi giai thich c6 kha ning nhét 13 “sy 1ay nhiém da dugc
tai kich hoat” & bénh nhan hoic cic xét nghiém di bit gip RNA
khéng c6 kha ning lay nhidm ctia vi rat. D liéu rat so b tir mot
nghién ctru trén dong vét (n = 2) cho thiy ring kha ning mién
dich mic phai sau khi nhiém triing tién phét cé thé bao vé ching
néu gip lai vi rit. Cic con khi nhiém bénh véi SARS-CoV-2 va c6
s t4i nhiém sau khi hdi phuc cho thiy khéng c6 sy nhén 1én ctia
vi rit trong bénh phdm miii hong hodc hiu mén, ciing nhw bit
ky dAu hiéu nao khac ctia sw tai phat COVID-19 (Bao 2020).

Vio gitta thang 4 ndm 2020, chiing ta vin khéng cho biét liéu cic
khang thé c6 thé bao vé khéi nhidm tring thir phéat hay khong.
Khéng c6 1y do gi dé nghi tai sao chiing lai khong thé, hAu hét cic
nha nghién ctru déu nghi ring cic khéng thé c6 thé lam dugc,
nhung cin phai tién hanh cic nghién ciru tiép theo dé hd trg cho
céc suy luan tir hiéu biét chung vé sy 1ay nhiém ctia vi rit corona
ring cic khang thé trung hoa c6 kha ning bao vé& khi bi téi
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nhiém. Mot khi d4 hdi phuc sau khi nhiém SARS-CoV-2, ngudi d6
s& c6 kha ning khong bi nhiém triing thi phat.

D3 c6 dé xuit vé viéc gidi thiéu moét cudn hd chibu cé ghi “cé
khang thé SARS-CoV-2”, hoic “dd vt qua COVID”. Nhitng ngudi
c6 khéng thé trung hoa - duwgc cho 13 di dwgc bao vé khoi
COVID-19, cho dit ho ¢6 hay khéng c6 triéu chitng nén khong thé
lay truyén vi rit dwoc - sé dwoc phép di lai ty do . Tuy nhién,
khéng chi 1a qué sém dé céng bd mét vién cdnh (passe-partout)
nhu vy (xem doan vin trudc), ma con dwa ra mot thich thirc
16n vé hju cin: Lidu viéc chirng nhan “da vuot qua” cé cin &
dang chtrng minh thu tén kém khéng? Cong dan s& dwoc quan Iy
nhu thé ndo? Sau bao lau thé sé bi thu hdi néu ndng d6 khéng
thé bi giam dan theo thdi gian (xem chuong Mién dich hoc, trang
89)? Hién tai, mot xét nghiém huyét thanh hoc dwong tinh véi
SARS-CoV-2 ¢ thé dugc sir dung trong cdc cd s& chim séc sirc
khée d& xic dinh ai c6 thé tiép xic gin véi trudng hop bénh
nghi ngd hodc da dwgc xac nhan mic COVID-19.

bot dich thi hai

Vén & nan giai ma cdc quéc gia thuc hién phong téa phai dbi
mit 13 khoi dong lai va t8i da héa céc hoat dong kinh té, ddng
thoi, giam téi thiéu sé lwong ngudi nhidm SARS-CoV-2 mdi ciing
nhu nguy co gy ra 1an séng dich bénh tham khéc 14n hai.

Trw§c mét, chua thé trd lai v6i cudc séng binh thudng nhu
trudc khi dai dich COVID-19 xay dén. Nghién ctru d3 dwoc dé cap
& trén ctia Ferguson (Ferguson 2020) du doan ring sau khi d& b
céc bién phdp nghiém ngit d bit ngudi din “& nha” (cac bién
phdp gidn cich xa hoi va cich ly tai nha nghiém ngat), vu dich
don gian sé trd lai (Hinh 7)!

Viy tuong lai ciia ching ta s&é nhu thé nio? Mot sw chuyén dbi
qua lai giitra “& nha” trong ba thdng xen ké v§i mét vai thdng coa
“c6 thé di ra ngoai” mot lan nira? Chiing t6i c6 ly do chinh déng
dé tin ring diéu nay 12 khong kha thi vé mit kinh té. Trir khi mot
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loai thubc hodc vic-xin thdn ky dwoc phat trién va san xuét
nhanh chéng véi s6 lwong i 16n, néu khéng ngudi dan trén thé
gi6i s& phai phat minh ra cdc bién phap trng phé. Cac chién lugc
giam nhe tip trung vao viéc bao vé cho ngudi gia (giam 60% cac
méi quan hé xa hoi) va 1am chdm nhung khéng 1am gin doan sy
lay nhiém (giam 40%) chic chin sé giam mot nira ganh ning
bénh tat va tir vong, nhung vin s& din dén 20 triéu ca tir vong
vao nim 2020 (Patrick 2020). Trong mét thgi gian dai, tit ca
ching ta c6 thé phai deo khiu trang khi ra khéi nha, phu thudc
vio viéc theo dai s tiép xidc va céch ly cac trudng hop sau khi
phong téa dwgc g& bo (Hellewell 2020). Chiing ta c6 thé phai
sdng chung v&i ndi s¢ vé dot dich thi hai trong nhiéu nim.

z
"
g

——Surge critical care bed capacity

—— Donothing

—— 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

E :
& &

Hinh 7. Tac ddéng cda cac can thiép phi dwoc phdm (non-pharmaceutical
interventions-NPI) d& giam ty I& t& vong va nhu cdu cham sdc strc khde do
COVID-19 (Ngudn: Ferguson 2020).

May min thay, con ngudi c6 kha ning hoc héi. Trong bit ky dot
dich thit hai nao cta dai dich COVID-19, sé khéng cé cac cudc tu
hop déng ngudi, khdng cé Giai v dich béng d4 chau Au UEFA
2020 (UEFA European Football Championship) va khéng c6 Thé
vin hdi mua hé 2020 tai Tokyo (Summer Olympics). Cic vii
trudng, quan rugu va tit ca nhirng noi khc ma cc tuin truée
d3 gay ra tiép xtc gin sé bi déng cira cho dén khi c6 théng bdo
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méi. Trong cudc séng hing ngdy, moi ngudi s& phai hanh déng
khi bi ho va sét, hodc dua ra 15i khuyén khi ching kién ngudi
khéc ho hoic sbt. S& c6 xét nghiém trén quy md 16n véi cac bién
phép theo dai tiép xdc va cch ly rong rii sau d6 (Nussbaumer-
Streit 2020).

Khoa hoc

Vi rit corona da di mét chiang dwong dai (Weiss 2020) va sé & véi
chiing ta trong mot thai gian dai. Cau héi rt nhidu: Khi nio ta cé
thé di méy bay lai? Liéu chiing ta c6 thé sém di tir nw6c ndy sang
nudc khéc khéng? Khi ndo chiing ta c6 thé 1én ké hoach cho ky
nghi tiép theo , tré lai bii bién va ca cudc séng vé dém? Ching ta
s& deo mit na trong nhiéu nim? Bao lau chiing ta s& phai song
trong mot thé gii déng cira?

Ngudi Phép ¢6 mot cdng thirc chinh x4c dé thé hién sy khong
s&n 1ong khi séng trong mot thé gidi ma ching ta khong nhan ra:
“Un monde de con!” nghia 1 “Mot thé gidi ngu ngdc”! May mén
thay, chiing ta s& buéc ra khoi thé giéi ngu ngdc nay nhd vao
mét cong ddng khoa hoc réng 16n hon, manh hon va nhanh hon
bat cit liic ndo trong lich sir. (C4c chinh tri gia hoai nghi vé khoa
hoc ¢6 nén bi sa thai khéng? Vang, 1am on, ¢6 1& da dén ldc rdil).
HoOm nay, ching ta khéng biét ring dich bénh s& kéo dai bao l4u,
mtrc d6 va nguy hiém nhu thé ndo. Con dwdng ching ta dang di
thay ddi tirng ngdy, v trong nhirng tuin va théng tiép theo,
chiing ta cAn phai linh hoat vi sdng tao, tim ra giai phdp ma
khong ai c6 thé tudng twong dwgc chi trong vai thang trude.
Mic dit vay, khoa hoc chic chin sé din chiing ta dén 16i thoét.
Néu chiing ta virot thoi gian dén twong lai ba ndm sau va doc cau
chuyén vé COVID-19, chiing ta s& rat phin khich.
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3. Virut hoc

Nbi dung van dang duoc cap nhat.

Téc gia s& dwoc tibt 16 sém

Vi riit Corona rét phd bién & ca ngudi va dong vat. Vi rit cé vo
boc (enveloped vi rit) nay gém mot sgi RNA duong ban (+). Hiu
hét c4c vi rat hoan chinh ¢ hinh ciu véi cic protein gai (spike
glycoprotein, con goi 1a S protein) gin trén vo ngoai. Ngoai ra, vi
riit cdn 6 cac protein ciu tric khac bao gom protein Envelop
(E), Matrix (M) va Nucleocapsid (N).

Ho Coranaviridae bao gém 4 chi (genera), alpha-, beta-, delta- va
gammavi rit corona, cling nhu mét vai phan chi (subgenera) va
loai (species). Nhitrng phan tich vé phét sinh ching loai hoc
(phylogenetic analysis) trén b gen ctia vi riit Corona cho thiy
SARS-CoV-2 1a thanh vién mdi cta chi betavi rit corona. Chi nay
ciing bao gdm vi riit Corona gy nén Hoi chirng hé hip cip tinh
ndng (Severe Acute Respiratory Syndrome-related vi riit corona
~ SARS-CoV), vi riit gdy Hdi chirng hé hip cAp Trung Péng (Mid-
dle East Respiratory Syndrome-related vi riut corona - MERS-
CoV), Hbi chirng hd hip cip tinh ning tir doi (bat SARS-related
vi rit coronaes - SARSr-CoV), cling nhu nhirng loai vi rut khac
d3 dwoc tim thiy & ngudi va & nhidu loai dong vat da dang. Viéc
lay truy@n vi riit Corona trong cling loai dong vat va gitra céc lodi
khac nhau ciing véi su tai t8 hop di truyén gép phan vio sy xuit
hién ctia cic ching vi rat Corona mdi.

SARS-CoV-2 ¢6 lién quan vé mit phan loai v6i phan chi Sarbecovi
nit cing v&i SARS-CoV va vi rit Corona tuong tw SARS ¢ ngudn
gbc tir dai (bat SARS-like-CoV). Két qua giai trinh tw bd gen cho
thay ring SAR-CoV-2 ¢6 chudi gen gin gibng vdi betavi rit coro-
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na dugc phat hién & doi, nhung khac biét vdi SARS-CoV. Cac
phan sau bao gom cdc tai liéu chinh vé cic chu dé quan trong,

Phan loai vi rat
Vui 10ng xem qua phan binh luin ctia nhitng nghién ciru ny.

Coronaviridae Study Group of the International Committee on Taxonomy of
Viruses. The species severe acute respiratory syndrome-related coro-
navirus: classifying 2019-nCoV and naming it SARS-CoV-2. Nat Micro-
biol. 2020 Apr;5(4):536-544. PubMed: https://pubmed.gov/32123347. Full-
text: https://doi.org/10.1038/541564-020-0695-z

Mbt tuyén b8 ddng thuin xdc dinh phan loai SARS-CoV-2
(tirng dugc goi tam thdi 1a 2019-nCoV) vao ho Coronaviri-
dae.

Ceraolo C, Giorgi FM. Genomic variance of the 2019-nCoV vi rit
corona. ] 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 ctia vi rit SARS-CoV-2 phéan l4p twr
c4c bénh nhan khéc nhau cho thiy trinh ty gen ctia ching
c6 sy twong déng cao (> 99%). M6t vai viing cé bién dbi gen,
cha yéu & locus ORF8 (ma héa cho proteins phu)

Zhou P, Yang XL, Wang XG, et al. A pneumonia outbreak associated with a new
vi riit corona 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 tw gen hoan chinh cta SARS-CoV-2 tir 5 bénh nhin &
giai doan sém cta dich bénh chi ra ring 79,6% trinh tu
giong vGi SARS-CoV va 96% giong véi vi rit Corona & doi.
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Nguon goc va 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 cac dic didm déng chi ¥ trong bd gen clia
SARS-CoV-2, so sanh véi chi alpha- va betavi rut corona.
Nhitng hidu biét sau sic vé ngudn gbc cho thiy vi rit nay
khéng phai 12 san phdm cta phong thi nghiém hay bi diéu
chinh ¢6 y b&i ban tay con ngudi.

Cui J, Li F, Shi ZL. Origin and evolution of pathogenic vi riit coronaes. Nat Rev
Microbiol. 2019 Mar;17(3):181-192. PubMed: https://pubmed.gov/30531947.
Full-text: https://doi.org/10.1038/541579-018-0118-9

SARS-CoV vA MERS-CoV ¢ kha ning bt ngudn tir doi, ca
hai loai nay lay nhiém cho ngwdi théng qua céc vat cha
trung gian khéc nhau.

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

Liéu té té Malaysia cé phai la mdt vat chi trung gian? Giai
trinh ty gen thu thip tir mdi trudng (metagenomic se-
quencing) da phét hién cac vi rit Corona lay nhiém trén té
t8, trong d6 bao gdm mot lodi vi rit ¢6 sy twong dong manh
mé v§i SARS-CoV-2 trong mién lién két thu thé (receptor-
binding domain - RBD) trén protein S.

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 ddy goi ¥ ring té té 12 lodi chita mam bénh
tw nhién (natural reservoir) clia c4c vi rit Corona gﬁn vdi
SARS-CoV-2. Vi rit Corona & té té (Pangolin-CoV) dugc tim
thiy lan lwot gibng SAR-CoV-2 dén 91% va gibng Bat-CoV
RaTG13 90,6%.
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Kha nang ton tai va d6 lay truyén cua vi rat

Chin AW, Chu JT, Perera MR, et al. Stability of SARS-CoV-2 in different envi-
ronmental conditions.The Lancet Microbe 2020, April 02.
DOL:https://doi.org/10.1016/52666-5247(20)30003-3. Full-text:
https://www.thelancet.com/journals/lanmic/article/PI1S2666-
5247(20)30003-3/fulltext

SARS-CoV-2 rit én dinh & 4°C (lwgng vi rit hdu nhu khong
giam sau 14 ngdy) nhung nhay cam vdi nhiét (70°C: bt hoat
sau 5 phiit, 56°C: 30 phit, 37°C: 2 ngay). N§ ciing phu thudc
vio bé mit: khéng c6 vi rdt con kha ning ldy nhidm nao

A Ao . hy « s PN A X 3~ 2, 17 N
trén gidy in va khin gidy sau 3 gid, trén gbé di qua xur ly va

A7 A P . A gsA K \ 7
quan 4o sau 2 ngay, thay tinh va tién gidy sau 4 ngay, thép
khong gi va nhwa sau 7 ngdy. Pang ch ¥, c6 thé phét hién vi
riit con kha ning lay nhiém (<0,1% lwgng vi rit ban dau) &
16p ngoai ctia khau trang phiu thuat sau 7 ngdy.

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.

Vi rit d3 dwoc tim thiy trong dich rira miii, nudc bot, nuwéc
tiu ciia chdn 1én dén 8 ngay sau khi bi nhidm. Piéu ny cé
thé dai dién cho mé hinh liy nhiém ctia COVID-19 trén déng
vat va c6 thé 13 didu kién dé phét trién cic phuwong phap
diéu tri va vaccine cho SARS-CoV-2.

Leung NH, Chu Dk, Shiu EY. Respiratory vi riit shedding in exhaled breath and
efficacy of face masks. Nature Med 2020, April 3.
https://doi.org/10.1038/s41591-020-0843-2
Nghién cttu quan trong tir Hong Kéng (d3 thuc hién 2013-
2016), dinh lwgng vi rit trong cac giot bin va khi dung
trong hoi thé ra. Tong cong, 111 ngudi tham gia (bi nhiém
vi rit Corona gy cdm mua, cim influenza hodc rhinovi rit
- ciing gdy cam mtia) dugc chon ngiu nhién ¢ deo hoic
khong deo khiu trang y té. Két qua nghién cttu goi y ring
khiu trang cé thé dugc sir dung cho ngudi 6m dé giam
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thidu sy truyén bénh. Vi rit Corona theo mia dugc phét
hién trong 3/10 miu giot bin va 4/10 miu khi dung cta
nhitng ngudi khéng deo khiu trang, nhung trong 0/11 miu
giot bin va 0/11 mAu khi dung ctia nhitng ngudi deo khiu
trang. Vi riit cim influenza dugc phét hién trong 6/23 miu
giot bin va 8/23 miu khi dung ctia nhitng ngudi khong deo
khiu trang, so v&i 1/27 miu giot bin va 6/27 mAu khi dung
ctia nhirng ngudi deo khiu trang. P8i v6i Rhinovi riit,
khong c6 su khéc biét dang k& ndo. Pang chii ¥, & mot s6
ngudi tham gia nghién ciru va khéng ho trong sudt 30 phiit
thu thap miu, cic tic gia vin xac dinh dugc vi rit trong cic
mAu thir nghiém ctia nhitng ngudi ndy. Két qua trén ggi y
ring vi rit c6 thé lay truyén qua giot bin va khi dung tir cc
c4 nhan khéng ¢6 d4u hiéu hoic triéu chirng rd rang.

ShiJ, Wen Z, Zhong G, et al. Susceptibility of ferrets, cats, dogs, and other
domesticated animals to SARS-vi riit corona 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 phit trién kém trén vat chii chd, lon, ga va vit.
Tuy nhién, sy 1y nhiém & chdn va méo c6 thé xay ra va meéo
d& bi nhidm vi rit qua dwdng khéng khi. Nhung néu ban s&
hitu mét cht meéo thi ciing dirng lo ling qua. Cac thi nghiém
ndy dugc thuce hién trén mot sé lwong nhé meéo duge cho
tiép xtic vdi vi rat lidu cao, c6 18 tai lwong cao hon so véi
lwong vi rit dwoc tim thiy ngoai doi thuc. Hién vin chwa rd
liéu meo c6 tiét ra du vi rit Corona dé truyén sang ngudi
hay khéng.

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/NEJMc2004973

Kha ning ton tai clia SARS-CoV-2 tuong tu nhu SARS-CoV-
1, cho thay rang su khéc biét trong 2 dich bénh SAR-CoV-2
va SAR-CoV-1 ¢ thé 1a do nhirng yéu t6 khac va viéc SARS-
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CoV-2 lay truyén thong qua nhirng hat khi dung va vat
trung gian truyén bénh (fomite) 1a 6 thé. Vi rit c6 thé vin
tdn tai trong cé4c hat khi dung trong nhiéu gi& va trén cdc bé
mit nhidu ngay (phu thudc vio viéc tiét tring).

Tinh hwéng té bao (Cell Tropism)

Chu H, Chan JF, Wang Y, et al. Comparative replication and immune activation

profiles of SARS-CoV-2 and SARS-CoV in human lungs: an ex vivo
study with implications for the pathogenesis of COVID-19. Clin Infect
Dis. 2020 Apr 9. pii: 5818134. PubMed: https://pubmed.gov/32270184

Céc thi nghiém & cAp d6 té bao v& kha niing sao chép va hoat
déng mién dich ctia SARS-CoV-2 va SARS-CoV dugc thuc
hién trén c4c md phdi thu dugc tir nhirng nguwdi tham gia
phiu thuat (do bénh Iy khic). Cac phat hién v& tinh huéng
té bio cua ca hai loai vi rat ndy déu twong ty nhau, véi ca
hai loai t& bao phdi loai I va II (type I and II pneumocyte) va
dai thie bao phé nang. SARS-CoV-2 tao ra cdc vi rit c¢6 kha
ning lay nhiém gip 3,20 14n so véi SARS-CoV tir c4c md phdi
bi nhiém bénh.

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: 10.1038/541423-020-0424-9. PubMed: https://pubmed.gov/32265513.
Full-text: https://doi.org/10.1038/s41423-020-0424-9

Hién vin chua r3 liéu ring SARS-CoV-2 ciing c6 thé lay
nhidm ca céc té bao T, din dén giam bach cau lympho. Sir
dung mdt mé hinh véi pseudovi rit (gia vi rdt), cic tic gia
cho thiy SARS-CoV-2 iy nhiém (nhung khéng nhan 1én)
trong cc té bao T théng qua phan ng hdoa mang didu hoa
b&i protein S. Cac dong té bao T nhay cam véi SARS-CoV-2
hon nhiéu so v6i SARS-CoV. Pang chii ¥, hACE2 ¢ mitc biéu
hién thép trén té bao T, cho thiy ring c6 thé mét thu thé
khac déng vai trd trung gian d& SARS-CoV-2 nhidm vio céc
tébao T.
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Protein gai (protein Spike) va sw xam nhép cua vi

rut

Chu H, Chan JF, Wang Y, et al. Comparative replication and immune activation
profiles of SARS-CoV-2 and SARS-CoV in human lungs: an ex vivo

study with implications for the pathogenesis of COVID-19. Clin Infect
Dis. 2020 Apr 9. pii: 5818134. PubMed: https://pubmed.gov/32270184.

Céc thi nghiém té bao vé kha ning sao chép va hoat dong
mién dich ctia SARS-CoV-2 vi SARS-CoV d3 duoc thuc hién
& cic mb phdi ctia nhirng ngurdi nhiém bénh. Cic phat hién
vé tinh hudng té bio cta ca hai loai vi rit ndy ddu twong tu
nhau, v6i ca hai loai té bio phdi loai I va II (type I and II
pneumocyte) va dai thic bao phé nang. SARS-CoV-2 tao ra
c4c hat vi rit truyén nhidm gép 3,20 1an so v&i SARS-CoV tir
c4c md phdi bi nhiém bénh.

Coutard B, Valle C, de Lamballerie X, Canard B, Seidah NG, Decroly E. The spike
glycoprotein of the new vi rit corona 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 mot vi tri c6 thé dugc phén cit boi enzyme gidng

furin trong protein gai clia SARS-CoV-2 nhung khéng cé

trong cdc vi rit Corona tuong tu SARS khac; mang lai tiém
o N 7 <R 7 A 7 P

nang trong viéc phat trién cac thuoc khang vi rat.

Hoffmann M, Kleine-Weber H, Schroeder S, et al. SARS-CoV-2 Cell Entry De-
pends 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 chi ra cich vi rit xAm nhdp vao té bdo. Vi rit
SARS-CoV-2 sir dung thu thé ACE2 - giéng nhw SARS-CoV -
cho qué trinh x4m nhip va ding enzym TMPRSS2 (thudc
nhém serine protease) dé phan cit protein S. Thém vao dé,
huyét thanh tir bénh nhin SARS méi khéi bénh di chin
(trung hoa) sw x4m nhap ctia SARS-2 vao té bio théng qua
protein S.
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LanJ, Ge ], 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 sing t6 sw twong tic clia mién lién két thu thé (re-
ceptor-blinding domain - RBD) clia SAR-CoV-2 va ACE2 &
mirc d6 phan gii cao hon (cip d6 nguyén ti), tic gia da sir
dung tinh thé hoc tia X (X-ray crystallography). Cach thirc
lién két rit gibng véi SARS-CoV, chirng minh cho sy tién
héa hoi tu cta ca hai loai vi rut. Cac epitope cia hai khang
thé ctia SARS-CoV nhim vio RBD ciing dugc phan tich véi
RBD clia SARS-CoV-2, cung cAp thém hiéu biét vé viéc x4c
dinh c4c khang thé phan ng chéo trong tuong lai.

Letko M, Marzi A, Munster V. Functional assessment of cell entry and recep-

tor usage for SARS-CoV-2 and other lineage B betavi rit coronaes. 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& sy xAm nhép ctia vi rit, sit dung
mét nén tang nhanh chéng va tiét kiém véi chirc ning cho
phép kiém tra mét nhém 16n vi rit nghi ngy cé kha ning
gy bénh tir déng vat. Sw phan cit vi rit bdi protease ctia
vat chi trong qué trinh xam nhip cua vi rat 1a mét rao can
d4ng k& d6i véi mét sb vi rit dong B. Tuy nhién, mét sé vi
rut corona di vugt qua dugc rao can nay va xam nhip vao
té bao ngudi thong qua mot loai thu thé chura dwoc biét.

Monteil V, Kwon H, Patricia Prado P, et al. Inhibition of SARS-CoV-2 infections

in engineered human tissues using clinical-grade soluble human ACE2.
Cell 2020. DOI: 10.1016/j.cell.2020.04.004. https://www.cell.com/pb-
assets/products/vi rit corona/CELL_CELL-D-20-00739.pdf.

Nghién ciru ndy cho thiy cdc protein ACE2 (hrsACE2) ciia
ngudi & dang tai td hop hoa tan ngin chin sy 1y nhiém
SARS-CoV-2 vio céc té bao khac nhau, cic cdc miu co quan
dwgc nudi ciy tir t& bao gbc (organoid) tir mach mau va
than. & bénh nhan mic hdi chirng suy hé hip cip tién trién
(ARDS), hrsACE2 khéng hiéu qua nhung c6 khoang lidu an
toan rdng. Apeiron Biologics 1én ké hoach nghién ciru ngiu
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nhién trén 200 bénh nhin COVID-19 vao thidng Tw nim
2020.

OuX, Liu Y, Lei X, et al. Characterization of spike glycoprotein of SARS-CoV-2
on vi rut 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 nhip cia vi rit va kha ning
trung hoa chéo (kh4 thap) gitta SARS-CoV va SARS-CoV-2.

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

SARS-CoV-2 nhan biét hACE2 t8t c& ndo? T8t hon céc vi rit
corona khéc. Khi so sdnh v4i SARS-CoV va RaTG13 (phan 13p
tir doi), 4i luwc gin v&i ACE2 clia SaR-CoV-2 cao hon. Chirc
nang quan trong cla cac epitopes trong RBM ctia SARS-CoV-
2 dwgc mb ta cé kha ning sé tré thanh muc tiéu cia thudc
trung hoa khéng thé.

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/j.cell.2020.03.045

Chu triic tinh thé mién C-terminal ctia protein S clia SARS-
CoV-2 trong phirc hgp véi ACE2 clia ngudi dugc trinh bay.
Céch thirc lién két hACE2 clia SARS-CoV-2 ¢6 vé tuong tu
nhu SARS-CoV, nhung su thay thé mot vii axit amin quan
trong di ting nhe twong téc va din dén 4i luc ddi véi thu
thé cao hon. C4c thi nghiém trén khéng thé chi ra sy khac
biét ddng chd ¥ giita SARS-CoV v SARS-CoV-2 vé tinh
khang nguyén.
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YanR, 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 thap (cryo-electron
microscopy) d& cho thiy cach thitc SARS-CoV-2 gin vao té
bao ctia con ngudi. Khi vi rit xdm nhép, dAu tién ching gin
protein S ctia ching véi thu thé ACE2 (angiotensin-
converting enzyme 2) ctia ngudi. T4c gia da trinh bay ciu
tric cia ACE2 & ngudi trong mdt phirc hgp véi protein
mang té bao ma né hd trg - BOAT1 - cung cip cd s& cho sy
phét trién cta phuong phép tri liéu nhim vio su twong tc
quan trong gitta protein S va thu thé ACE2 nay.

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. PubMed: https://pubmed.gov/32245784. Full-
text: https://doi.org/10.1126/science.abb7269
Nhirng hiéu biét chi tiét vé c4ch khang thé nhan dang vi rit
va cach SARS-CoV-2 c6 thé bi nhan dién bdi mién dich thé
dich, mé tad mot epitope it bién dbi ma ca SARS-CoV va
SARS-CoV-2 déu cé. Epitope nay c6 thé dwoc tin dung trong
phét trién vaccine va cdc 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
CAu tric tinh thé tia X ctia Protease chinh (Mpro, 3Clpro)
clia SARS-CoV-2, protease niy can thiét cho qu4 trinh xir ly
céc polyproteins dwgc dich ma tir RNA cua vi rat. Mot phic
hop ctia Mpro va mot chit trc ché a-ketoamide dwoc ti vu
héa ciing dugc md ta trong nghién ciru.
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RNA-polymerase phu thugc RNA (RdRp)

GaoY, Yan L, Huang Y, et al. Structure of the RNA-dependent RNA polymerase
from COVID-19 vi rut. Science. 2020 Apr 10. pii: science.abb7498. PubMed:
https://pubmed.gov/32277040. Full-text:
https://doi.org/10.1126/science.abb7498

Str dung kinh hién vi dién tir nhiét d6 thép, tic gia di mé ta
chu tric ctia RdRp - RNA-dependent RNA polymerase, mot
enzym chii chdt khéc trong qua trinh nhan 1én cta vi rit.
Nghién ctru cling chi ra dugc cich remdesivir va sofosbuvir
lién két v&i polymerase nay.

Tai liéu chinh khac

Chan JF, Zhang AJ, Yuan S, et al. Simulation of the clinical and pathological
manifestations of Vi rit corona Disease 2019 (COVID-19) in golden Syr-
ian hamster model: implications for disease pathogenesis and trans-
missibility. Clin Infect Dis. 2020 Mar 26. PubMed:
https://pubmed.gov/32215622. Fulltext:
https://doi.org/10.1093/cid/ciaa325

Mb hinh chuét bach cé sin dugc st dung nhw mét céng cu
quan trong dé nghién clru sy truyén bénh, sinh bénh hoc,
diéu tri va vaccine chong lai SARS-CoV-2.

Le TT, Andreadakis Z, Kumar A, et al. The COVID-19 vaccine development land-
scape. 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 cta bay chuyén gia da két
ludn: nhitng nd lyc hién nay 13 chwa tirng cé vé ca quy méd
va téc d6; ddng thoi da cé d4u hidu cho thiy vaccine c6 thé
dugc diing trong cong ddng vio dau nim 2021. Tinh dén
ngay 8 thang 4 nam 2020, cdc chuong trinh thi nghiém vac-
cine trén toan cAu d3 c6 115 rng ci vién vaccine, trong dé 5
vaccine sdng gi4 nhét 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
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dich Thim Quyén (Shenzhen Genoimmune Medical Insti-
tute). Cubc dua vin dang dién ra!

Monto AS, DeJonge P, Callear AP, et al. Vi riit corona occurrence and transmis-
sion 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 khéong ré rang ring liéu SARS-CoV-2 ¢6 hoat dong
nhu cic vi rat Corona gy bénh trén ngudi khac (hCoVs)
hay khéng. Mot nghién ctru doan hé tién ctru trén tré em va
hd gia dinh tir Michigan d4 phat hién ra ring nhiém hCov
phu thudc ré rét vao miia, cho thiy dinh diém cia céc loai
HCoV khéac nhau (229E, HKU1, NL63, 0C43) vao thing Hai
hang ndm. Trong hon 8 nim, hiu nhw khéng c6 trudng hop
nhiém HCoV nio xay ra sau thing Ba.
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4. Mién dich hoc

Thomas Kamradt

Dén nay, vin con rét it nhirng hidu biét vé cic ddp irng mién dich
chéng lai SARS-CoV-2. P4y 13 mot vai ciu hoi quan trong va cAp
bach dugc dit ra:

Ngudi tirng bi nhiém COVID-19 c¢6 dwgc bao vé khéi bi
t4i nhiém hay khéng?

Néu c6 thi su bao vé nhd hé mién dich nay kéo dai dugc
bao lau?

Mtrc d6 bao vé niy dén dau?

Tai sao tré em va ngudi tré tudi chi bi bénh nhe néu cé
xut hién bat ki triéu chirng ndo do nhiém COVID-19,
trong khi nhitng ngudi 16n tudi hon lai dién tién bénh
tram trong hon rét nhidu?

Dép trng mién dich chéng lai SARS-CoV-2 gép phin nhw
thé nao vao dién tién bénh? Cé cic dp tng mién dich
bénh ly hay khong?

Chiing ta c6 thé ding c4c théng s6 mién dich dé tién
dodn vé nguy co dién tién bénh trim trong & tirng bénh
nhin khoéng?

Chiing ta c6 thé tao ra vaccine chdng lai SARS-CoV-2
khong?

Hién nay, ching ta vin chwa thé tra 15i cho bit ky ciu héi nao
néu trén.

Khang the bao vé
Do chua cé dit liéu thuc nghiém hay 1am sang vitng chic, chiing
ta c6 thé dwa ra mot sé phong dodn c6 co s& dwa trén nhirng
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kinh nghiém truéc diy vdi cac dich lwu hanh dia phuwong do cac
chiing vi rdt corona gy nén (nhw 229E hay 0C43), vi riit SARS-
CoV vA MERS-CoV. Cdc nghién cttu thuc nghiém, huyét thanh
hoc, huyét thanh - dich t& hoc d8u nhét tri ring vi rit corona,
bao gdm SARS-CoV-2, kich thich su tao thanh c4c khang thé bao
vé, c6 kha nidng trung hoa vi rat. Nhitng nghién cru nay cé vé
ciing cho ring tic dong bao vé nhd khang thé ndy chi cé tac
dung trong thyi gian ngin.

bép trng mién dich té bao

VAn con nhiéu didu ching ta chwa biét vé dap tng mién dich té
bao, thi du d4p trng ctia t& bao T chéng lai vi rit Corona. Cac
bing chirng thirc nghiém vé nghién civu trén chudt cho thiy té
bio T tai niém mac dudng din khi cé thé 13 mot yéu t6 twong
quan quan trong trong viéc bao vé chdng vi rit. Tuy nhién, mic
dit chudt 6 thé bi nhiém vi rit Corona bao gdm SARS-CoV,
chiing lai khéng biéu hién nhirng triéu chirng trim trong &
dwdng ho hap dic trung cho SARS va COVID-19.

Vi véy, nhitng két qua niy cin dwoc didn gidi mot cach than
trong. Té bao T & niém mac dudng hé hip cua nhirng ngudi dang
khoi bénh sé& can thiét cho viéc 1am sing t6 vin dé nhung rat khé
dé thu thap.

Nhitng cau héi nay khong don gian chi mang tinh chét hoc thuat.
Vaccine dwgc ché tao dwa trén nhirng kién thitc co ban vé mién
dich bao vé. Khi ta vin chwra biét cin diing vaccine dé kich thich
tao ra loai d4p rng mién dich bao vé ndo, thi viéc phét trién
vaccine van chi dwa trén phéng doan.
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Cudc tim kiém vaccine
Kién thirc co ban:

e  Hdi phuc sau nhiém bénh thudng tao ra cic mién dich
lau dai va d6i khi 13 sut doi chéng lai tic nhan gy
bénh.

e  Trinh6 mién dich bao vé chdng lai cc lan tai nhiém xay
ra théng qua trung gian cic khang thé dic hiéu va té
bao T.

e Chung ngira tao ra kha ning mién dich ma khéng vin
phai tiép xtic véi mam bénh c6 doc lwc. Mién dich c6 thé
la thu d6ng hoic cht dong.

e Trong mién dich thu dong, cic khang thé c6 kha ning
bao vé dugc truyén tir ngudi hién sang ngudi nhin,
trong khi mién dich cht dong tao ra cic dap ng mién
dich bo vé & ngudi dugc ching ngira.

Mién dich thu déng chéng lai SARS-CoV-2

Mién dich thy déng chéng COVID-19 ¢ thé dat dugc véi huyét
twong tir bénh nhan d3 hdi phuc, huyét thanh chita lrgng cao
khang thé mién dich, hoic v&i khang thé trung hoa don dong.

Huyét twong tir bénh nhan da héi phuc

Diéu tri bénh nhan véi huyét twong tir bénh nhan da hdi phuc
dva trén y twdng ring mot ngudi da khéi bénh sau nhiém sé c6
c4c khang thé chéng lai tic nhan giy bénh trong méu cia ho.
Huyét tuong tir ngudi bénh da hdi phuc dwoc ding trong mot sé
bénh truyén nhidm nhw s6t xuit huyét Argentina (Casadevall
2004). Kinh nghiém cho thiy truyén khang thé c6 hiéu qua nhét
khi diing dé phong bénh va trong giai doan sém ctia bénh. Huyét
twong tr nguwdi bénh da khéi di duwgc thir trén nhitng bénh
nhan nhiém SARS. Péng tiéc thay, didu nay vin chwa dugc thuc
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hién trong khuén khé mét nghién ciru 1am sang c6 kiém soét. Do
d6, mot phén tich tdng hop chi c¢6 thé két ludn ring phuong
phép diéu tri 1 an toan vi c6 lgi (Mair-Jenkins 2015). Trong khi
thubc hay vaccine chéng COVID-19 ¢ thé phai doi dén hang
thang, hang nim nira méi cd, thi huyét twong tir bénh nhan da
hdi phuc hién da c6 sin.

Dén thoi diém hién tai, chiing ta vin khong biét liéu ring nhirng
bénh nhan d4 khéi sau COVID-19 sé c6 lwgng cac khéng thé tu
nhién du cao dé c6 hiéu qua bao vé khi truyén huyét twong hay
khéng. Ngay ca cdc xét nghiém dé x4c dinh ndng d6 khéng thé
trung hoa ciing khéng dwogc chuin hoé va khéng dwoc phd bién
rong rai.

Hién tai, huyét tuwong tir ngudi bénh da hdi phuc dang dugc
ding cho nhitng bénh nhan nhiém COVID-19 (xem phin Didu
tri). Mot vai nghién ciru 1dm sang ngiu nhién dang dwoc tién
hanh. Thir nghiém da trung tim CONCOR-1 bt dau vio ngay 27
théng 04 v6i 1200 ngudi tham gia theo ké hoach va thir nghiém
CON-COVID tai Ha Lan véi con sé muc tiéu 13 hon 400 bénh nhan.
Nhirng thir nghiém nay cling nhu nhirng nghién ctru twong tu sé
cho biét liéu huyét twong tir ngudi bénh da hdi phuc cé that sy
an toan va hiéu qua.

Do c6 kha nidng xdy ra hién tugng ting nang bénh ly phu thudc
khéng thé (ADE), an toan 13 mét yéu t6 quan trong can dugc cin
nhic trong nhitng thir nghiém ndy. M6t nghién ctru trén khi
macaques d4 phét hién ring: sau khi truyén huyét thanh mién
dich (immunoglobulin) SARS-CoV-$ tir nhitng con khi cé mién
dich sang nhitng con chua tiép xtic véi vi rit giy bénh, nhirng
con khi dwgc truyén protein di xut hién cic tdn thwong phdi
cép tinh sau khi nhiém. Co ché duoc dé nghi 1a do sy hoat hoa
dai thuc bio bi mit dinh huéng, chuyén tir chita lanh vét
thuong sang tang viém (Liu 2019).
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Tén thwong phdi tién trién sau khi truyén khéng thé ciing da
dwoc quan sit & nghién civu trén thé dbi véi MERS (Houser
2017). Huyét twong tir bénh nhan di khéi duwgc truyén vio
nhitng bénh nhin dang nhiém MERS, va cé mét bio cdo ca bénh
ghi nh4n kha ning tdn thuong phdi cAp sau khi dwoc truyén
huyét twong (Chun 2016).

Tém lai, nhirng di¥ kién trén nhén manh d6 cin thiét cua viéc
ding huyét twong tir bénh nhin di hdi phuc trong céc thi
nghiém 1am sang c6 kiém sodtnh3m gitip xac dinh tinh an toan
va hiéu qua ctia phuwong phép nay.

Globulin siéu mién dich

San xuit globulin siéu mién dich, vi du nhu globulin mién dich
véi cytomegalovi riit (CMVIG), dwoc thu thép lai tir nhidu ngudi
hién khac nhau, hién tai 13 ché phim dugc sir dung nhiéu nhét
trong truyén khéng thé thu déng. Cac ché phim nay chtra ndng
d6 céc khéng thé dic hiéu chéng lai nhirng tic nhan gy bénh
cao hon so véi sir dung truc tiép huyét twong tir ngudi da khoéi
bénh. Tuy nhién, viéc san xuét khé khin hon va hién tai khong
6 ché phim globulin mién dich sfn c6 nio cho SARS-CoV-2.

Khang thé don dong

Céc khéng thé trung hda don dong 1 mét phuong phép diéu tri
thich hgp @& chéng lai cic bénh truyén nhiém (Marston 2018). Vi
du, mét khéng thé don dong di dwoc cip phép dé didu tri du
phong bénh do vi riit hop bao hé hip cho céc tré so sinh c6 nguy
o cao ciing nhuw mét loai khdng thé don dong khic dugc sir
dung d& diéu tri cho bénh nhan méc bénh Ebola (Marston 2018).
Khang thé don dong chéng lai SARS-CoV di dwgc thir nghiém
trén dong vat va mot trong s6 d6 da cho thiy hiéu qua. C6 kha
ning cac khang thé don dong chdng lai SARS-CoV-2 s& sém dugc
phét trién va thir nghiém. Nhw d3 gidi thich & trén, cc hién
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twong ting ning bénh 1y phu thudc khang thd ADE cin phai
dwgc loai trir trwde khi cic khang thé don dong nay c6 thé sir
dung & nguoi.

Mién dich chii dong chéng SARS-CoV-2

Tai thoi diém viét bai, cé dén hon 100 loai vaccine COVID-19
dang & cac giai doan phét trién tién 1am sang khéc nhau. 5 miu
vaccine & pha 1 clia thtr nghiém |dm sang
(https://www.nature.com/articles/d41573-020-00073-5).

T8¢ d6 phat trién vaccine rat ddng né phuc. Vio ngdy 11 théng
01 niin 2020, cc nghién citu ctia Trung Quéc céng bd chudi trinh
tu gen clia SARS-CoV-2 trén internet. Gin 2 théng sau, ngdy 16
théng 03, mot vaccine géc mRNA dwgc dwa vao thir nghiém 1am
sang pha 1. Didu nay 13 kha thi, nh& vio hiéu biét thu dwgc trong
nd liyc phat trién vaccine chéng SARS va MERS v nhirng cong
nghé méi.

Nhitng nghién cttu trwdc d6 d4 xac dinh dwgc protein S clia
SARS-CoV va MERS-CoV la nhitng muc tiéu thich hgp cho
vaccine. Protein S bam vio nhitng thu thé ACE2, gitip ching xdm
nhép té bao ngudi. Mirc d6 twong ddng cao giira protein S ctia 3
chiing vi riat da nhanh chéng dudgc thiét 13p sau khi SARS-CoV-2
duwgc phat hién va twong tic protein S ciia né véi ACE2 dugc xac
nhin. Do viy, dich tic déng cua vaccine cling nhanh chéng duwgc
tim ra.

Nhitng céng nghé méi gitip phét trién nhanh chéng nhirng
vaccine gbc mRNA. Phuong phap niy dwoc 4p dung 1an diu vao
nim 2013. Trung tdm Kiém soit Bénh dich CDC Trung Quéc da
phét hién ra H7N9, mét chang vi rit cim gia cAm méi va ngay
1ap tirc cong bd trinh tu cic khang nguyén lién quan trén mang.
Tiép c4n theo hudng sinh tdng hop cho phép ra ddi mét vaccine
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trong vong 8 ngay va vaccine d6 c6 kha ning kich thich tao
khang thé & chudt (https://doi.org/10.1038/emi.2013.54).

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

Céc chién lirgc khic nhau @& phét trién vaccine
chéng lai SARS-CoV-2

Hién c6 nhiéu chién lwgc co ban khéc nhau dang dwoc st dung
dé phét trién vaccine chéng lai COVID-19 (Amanat va Krammer
2020).

Céch truyén théng nhit dé san xut vaccine 13 sir dung toan bé
vi rit khi chiing da bi 1am yéu di hodc bdt hoat. Cac vaccine dugc
cAp phép hién tai bao gdm vaccine phong bénh sdi va sbt vang
(vi rat séng giam ddc lyc); cim va bai liét (vi rat bat hoat). Nhiéu
nhém nghién citu dang tiép tuc nd luc d& phét trién vaccine
SARS-CoV-2 bi 1am yéu di hodc bét hoat.

Mbt cach tiép cin khéc 1 sir dung protein vi rit tai t5 hgp lam
vaccine; mot s6 vi du vaccine dugc cp phép bao gdm vaccine
viém gan B va vi riit u nhd & ngudi (HPV). Nhidu nhém nghién
cttu dang tiép tuc nd lwc dé phét trién protein SARS-CoV-2 S t4i
t5 hgp c6 tinh sinh khang thé.

Mbt céch tiép cAn méi hon 13 sit dung cac vector tai td hop vi
rut trong d6 mot khdng nguyén cé lién quan cta virut gy bénh
dwoc biéu hién. Vi du duy nhit dwgc cAp phép hién nay la
vaccine Ebola, dya trén mot loai vi rat viém miéng mun nuéc da
dwoc bién dbi. Vaccine t4i t8 hop dwa trén Adenovi rit chdng lai
COVID-19 d3d buédc vao thir nghiém 14m sang giai doan I vao
thang 3 nam 2020.

Vaccine DNA nhim vao protein S ciing dang trong giai doan
phét trién tién 14m sang. Hién tai khéng c6 vaccine DNA nio
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dwoc cAp phép, didu nay c6 thé 1am cho qua trinh cAp phép chim
hon so véi vaccine dua trén protein. Mot loai vaccine DNA chéng
lai COVID-19 d3 budc vao thir nghiém ldm sang giai doan I vao
thang 4 nam 2020.

Mot loai vaccine mRNA nhim vao protein S da dwgc sir dung
trong thir nghiém 14m sang giai doan I b4t diu vio ngly 16 théng
3. Hién tai chwra c6 vaccine mRNA dugc cip phép, diéu niy cé thé
1am cho qué trinh cAp phép chdm hon so véi vaccine dua trén
protein.

Mbt loai vaccine dua trén céc té bao tua (dendritic cell) bién dbi
gen biéu hién mét minigene ctia SARS-CoV-2 dwgc mi héa bing
lentiviral va mét nghién ctru siv dung c4c té bio trinh dién khéng
nguyén bién ddi gen d3 bwdc vao thir nghiém 1am sang giai doan
I vio théng 3. Hién tai khéng c6 vaccine dugc cAp phép nao dwa
trén céc té bio trinh dién khing nguyén bién di gen, mét 1An
nira c6 thé 1am cho qué trinh cip phép chim hon so v&i vaccine
dya trén protein.

Mic dit con qud sém dé dua ra bt ky du dodn nao vé tinh an
toan, kha ning mién dich va hiéu qué ctia nhiéu loai vaccine hién
dang dugc phat trién, nhung thét tét khi thdy nhirng gi hoc
dugc tir nhitng nd luc trwde ddy dwoc 4p dung vao viéc phat
trién vaccine chdng lai vi rit corona.

Vaccine chdng lai vi rit corona c6 thé gay ra phan ing mién
dich bénh ly

Hiém khi vaccine c6 thé 1am bénh niing thém thay vi gitip bao vé
khoi bénh (Openshaw 2001). Vaccine dugc tiém cho ngudi khoe
manh. SARS-CoV-2 thudng khéng giy bénh hodc chi giy bénh
nhe & t6i thiéu 80% nguwdi mic bénh. Do d6, cin nhic vé tinh an
toan (cta vaccine) 1a didu t6i quan trong. That khéng may, c6
mét s6 dir liéu goi ¥ ring viéc phat trién mot loai vaccine an toan
chéng lai COVID-19 ¢4 thé khé khin hon binh thudng.
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Phéan ng mién dich do vaccine giy ra ddi véi FIPV 12 c6 hai
& méo con

Viém phic mac truyén nhiém & méo (FIP) 1 mét bénh nghiém
trong va thuong giy tir vong & meéo. N6 duwgc gy ra b&i mét loai
vi rit corona dugc goi 1a FIPV. Nhitng nd lwc khic nhau trong
viéc phét trién vaccine chéng vi rit nay da thit bai. Trong mét
nghién ciru ban diu, nhirng chii méo con dugc tiém vaccine mot
chiing FIPV khéng lay nhiém lai d& bi nhiém FIPV hon so véi
nhém chirng khong dugc tiém ching (Pedersen va Black 1983).
Péng lo ngai hon 13 két qua ctia mot nghién ctru sau d6, trong d6
méo dwoc tiém chang bing vaccine ti té hgp vi rit biéu hién
protein FIPV S. Tiém vaccine ndy chi tao ra khang thé trung hoa
véi hiéu gid (ndng d6) rit thip. Sau khi chii déng giy nhidm cac
con méo nay vdi FIPV (challenge study), cdc déng vat dwoc tiém
ching trudc d6 khong nhirng khéng dugc bao vé ma con chét
sém hon (Vennema 1990). Ngudi ta cho ring s xdm nhiém dai
thure bdo qua trung gian khang thé va si 1ing dong cac phirc hop
mién dich giy ra bénh ning hon & déng vat duogc tiém chiing
(Perlman va Dandekar 2005, Weiss va Scott, 1981).

Bénh hoc mién dich dwgc quan sit trong cic vaccine thir
nghiém chéng SARS

Bénh hoc mién dich hodc su kich phat bénh da dwgc bao céo bai
nhiéu nhém nghién citu sir dung céc céng nghé khic nhau va cic
md hinh d6ng vét khic nhau trong nd liwc phét trién vaccine
chéng lai SARS.

Tiém vaccine bing vi rit vaccine tai t& hop da bién dbi (rtMVA -
recombinant Modified Vaccinia vi rit Ankara) biéu hién protein
S ctia SARS-CoV gy viém gan ning & chon.

Chon dé bi nhiém SARS-CoV. Weingartl va cong sy da tiém cho
chdn vaccine chita vi rit tai td hop da bién ddi gen (rMVA) bidu
hién protein S clia SARS-CoV (Weingartl 2004). Khi tiép xtic vé6i vi
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rit, nhém nay tao hiéu gi4 khéng thé trung hoa cao sém hon so
véi nhém chirng. Tuy nhién, chdn dwoc tiém ching rMVA-S bi
viém gan ning, diéu khéng xay ra & nhém chirng (Weingartl
2004). Chon ciing 13 lodi rat d& bi nhiém SARS-CoV-2 (Kim 2020)
va do d6 phtt hgp dé danh gid su an toan cho céc Gng cir vién
vaccine trong tuong lai.

Chich ngiva chuét din dén phan ng viém type 2 tai phdi

Mot nhém nghién ciru tir Bic Carolina (My) di st dung vi rat
SARS-CoV bit hoat ¢6 hodc khéng c6 t4 dwgc dé tiém chang cho
chudt (Bolles 2011). Vaccine bao vé tét hon nhirng con chuét it
théng tudi va bao vé mot phin nhirng con gia hon khéi tan tat
(di chtrng) va tir vong sau khi cho phoi nhidm véi vi rit liéu cao.
Tuy nhién, khi thir thach (cht déng giy nhiém) bing mét loai vi
rit di loai (heterologous vi riit) lai din dén thim nhidm viém va
ting bach ciu 4i toan & phdi ning hon & nhirng con vat duogc
tiém chung. Hon nita, & nhitng con chudt gia, vaccine khéng tao
ra sy bao vé nhung vin din dén tham nhiém viém tai phdi. Su
xuAt hién ciia bénh hoc mién dich tai phdi lién quan dén vaccine
nay sau d6 di dwgc xdc nhin va m& rong thém bsi mot nhém
khic (Tseng 2012). Thim nhiém phdi bsi bach ciu 4i toan ciing
dwoc quan st thdy khi baculovi rit ti t& hgp biéu hién protein
S hoic cac hat gia vi rit corona (VLP) biéu hién protein S ciia
SARS-CoV dugc sir dung dé tiém ching cho chudt (Lokugamage
2008; Tseng 2012). Didu quan trong cin lwu y 13 ddy cha yéu 13
nhitng phat hién mé bénh hoc va nhirng con chudt dwgc tiém
vaccine d bi giam hiéu gia khéng thé khi phoi nhiém vi rit. Tuy
nhién, nhitng phat hién mé bénh hoc nay goi nhé dén nhirng
phat hién lién quan dén bénh lj-anh-hudng-bi-tiém-vaccine &
tré em dbi v6i vaccine chdng vi rit hop bao hd hip (RSV) vio
nhirng nim 1960 (Castilow 2007). Hon nita, md bénh hoc & phbi
va tham chi viém phdi d3 dwgc bio cdo khi chudt dwoc tiém vi
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rt vaccinia tai td hgp (VV) biéu hién protein S va protein
nucleocapsid (N) ctia SARS-CoV (Yasui 2008). Md bénh hoc & phéi
ciing dugc quan sat thdy khi c4c hat gia vi rit, don chu ky mé
phdng vi rat gy viém nio ngwa (vi rit replicon particle, VRP)
ctia Venezuela biéu hién protein N dwgc siv dung dé tiém ching
cho chudt (Deming 2006).

Thét khéng may, nhitng phét hién tuwong tw da dugc bdo céo dbi
vG3i cac rng cir vién vaccine cho MERS-CoV. Vaccine MERS-CoV
bat hoat tao ra khang thé trung hda & chudt va ciing din dén
kich hoat phan ng viém type 2 trong phdi, cu thé 1a tham
nhidm bach cAu 4i toan va ting ndng d6 IL-5 va IL-13 (Agrawal
2016).

Mbt s nghién citu cho thiy bénh hoc loai 2 niy c6 thé dugc cai
thién hodc ngin ngira bing cach sir dung céc chit chi van thu
thé (toll-like receptor) (Iwata-Yoshikawa 2014) hodc delta inulin
(Honda-Okubo 2015) 1am t4 duogc bd sung vao cac ng clr vién
vaccine protein t4i t& hgp hoic bt hoat.

Tbng két lai, nhitng phat hién niy gy nén nhidu méi lo ngai.
Panh gid m6 bénh hoc phdi mdt cich cin thin nén dwoc dit
ning trong giai doan phét trién tidn 14m sing ciia vaccine
COVID-109.

Tiém vaccine cho céc loai linh trwédng khong phai ngwdi giy
ra tdn thuwong phéi cép tinh nghiém trong

Trong mdt nghién citu gin diy, khi macaques Trung Quéc dugc
tiém vaccine chira vi rit vaccinia Ankara (MVA) d3 dugc bién dbi
dé bidu hién toan bd glycoprotein S ctia SARS-CoV (ADS-MVA) va
rdi cho phoi nhiém véi SARS-CoV 8 tuln sau d6 (Liu 2019). Tiém
vaccine gitip tao ndng d6 khéng thé cao va giam tai vi rit. Tuy
nhién, nhirng con khi dwoc tiém vaccine da bi tén thuwong phé
nang lan téa (DAD) (Liu 2019). M6t nghién citu trude d6 da st
dung SARS-CoV bAt hoat d& tiém vaccine cho bén con khi. Ba con
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d3 dwgc bao vé khi phoi nhiém, trong khi mét con cé bénh ly
phdi phit hgp véi tinh trang ting ning bénh phu thudc khing
thé (antibody-dependent disease enhancement - ADE) (Wang
2016). CAc tac gia nay cho rang ADE xay ra do trung gian 14 cac
khang thé chdng lai mét sé epitope nio d6 ctia protein S chi
khéng phai cac epitopes khac (Wang 2016).

Cac khang thé chéng protein S ting cwdng nguy co nhiém
ctia cac té bao mién dich & ngudi

Céc khang thé chéng lai protein S clia SARS-CoV c6 thé ting
cudng su xAm nhép ciia vi rit vao té bio ngudi bing cich tuong
téc véi cac epitopes trong mién gin v6i ACE2 (Yang 2005). Huyét
thanh mién dich chdng protein S d4 dugc béo cdo 1am ting nguy
co nhidm ctia cic dong té bio tao mau & ngudi béi SARS-CoV
(trong thi nghiém nudi ciy té bio). Suw x4m nhip cta vi rit
khéng phai théng qua thu thé ACE2 ma phu thudc vao thu thé
Fcy II (Jaume 2011). Mic du su lién quan cia nhitng phat hién in
vivo nay vAn con cin dugc lam r§, né cling da lam dai thém danh
sach cac méi lo ngai cin dugc giai quyét trong viéc phat trién
vaccine an toan va hiéu quéa chdng lai COVID-19.

Quan diém cta tac gia

V6i nhitng nd luc lién tuc va da dang d& phét trién vaccine
chéng lai COVID-19, ching ta c6 thé lac quan ring mét loai
vaccine an toan va hiéu qua sé ra doi trong twong lai khong xa.
Viéc phét trién vaccine chéng Ebola mét 5 nim va c6 1y do dé tin
ring vaccine COVID-19 s& dwgc phét trién nhanh hon thé. Chiing
ta can lwu ¥ ring viéc tao ra dwoc vaccine va phét trién giai doan
ban du chi chiém 30% tdng céng viéc va thdi gian can thiét dé
dem dwgc vaccine ra thi trudng.
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Mét thach thic dbi véi cic nha phat trién vaccine COVID-19 13
ngudi cao tudi d& bi nhiém tring nhét va cé nguy co dic biét cao
dién tiénbénh ning hoic tham chi tir vong. Do s suy giam mién
dich theo tudi tic, viéc tiém chung & ngudi cao tudi rdt khé
khiin, doi héi lidu cao hon hodic cic chwong trinh tiém chung dic
biét d& c6 thé tao ra dwoc phan tng midn dich bao vé. Cac
nghién ciru trén chudt chi ra ring dong vit gid ciing c6 nhidu
kha ning phat trién mién dich bénh ly sau khi dwgc tiém ngira.
Mbt bai hoc déng 18 phai dwoc rit ra sau dich SARS 12 nhidu virut
dic hitu vén khéng gy bénh & ngudi sé nhay tir cac ki chu dong
vat cta chiing sang ngudi. Vi thuc té 13 khéong ¢ qué nhiéu loai
vi rit khac nhau c6 thé gay nhidm tring dwdng hé hip nghiém
trong va c6 kha ning giy tir vong, ching ta khéng nén ngirng
moi nd lwc lai qui sém sau khi di c6 sn vaccine dic hiéu cho
SARS-CoV-2. Thay vao d6, nhirng nd luc lién tuc nén dwgc thuc
hién d& phat trién mot nén tang vaccine cé thé nhanh chéng
thich nghi véi cic ching vi rit corona bién ddi mdi xuét hién.
Khéng ai biét dugc khi ndo s& lai c6 dot bing phét tiép theo
nhung c6 thé chic chin ring SARS-CoV-2 khéong phai 13 chiing vi
riit corona cudi cling ma chiing ta phai d6i dau.
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5. Cac quy trinh xét nghiém chan do4n

Bernd Sebastian Kamps

Christian Hoffmann

Chan doan
Xéc dinh nhanh chéng va cich ly cic c4 nhan bi nhiém bénh
mang tinh séng con trong viéc kiém so4t dich bénh. Chan doén
dwgc xac dinh bing céac triéu chirng lam sang, xét nghiém va
hinh anh hoc. Vi céc triéu chirng va hinh anh hoc cia COVID-19
14 khéng dic hiéu, chin dodn x4c dinh nhiém SARS-CoV-2 phai
dugc thue hién bing phan tng chudi polymerase dwra trén axit
nucleic (polymerase chain reaction - PCR), khuéch dai mét chudi
gen cu thé & vi rit. Chi vai ngdy sau khi cc trudng hgp nhiém
bénh diu tién dwoc cong bd, mét quy trinh chin doén xé4c dinh
cho SARS-CoV-2 di duwgc trinh bay (Corman 2020). Nghién citu
ndy ciing chirng minh su phdi hop ciia cdc phong thi nghiém hoc
thuit va céng cdng trong cic mang ludi nghién ctru quéc gia va
chau Au cé kha ning 16n dap trng lai dich bénh nay.
Mbt hwéng din tam thoi vé céc xét nghiém dbi véi nhirng ngudi
nghi ngd mic bénh do vi rit corona (COVID-19), di dwgc WHO
c6ng b vio ngly 19 thang 3 nim 2020 (WHO 2020). Gin day, mot
s6 d4nh gia cap nhat toan dién vé c4c ky thuit xét nghiém trong
chin dodn SARS-CoV-2 ciing d3 dwoc cong bd (Chen 2020, Lif-
felholz 2020).
Trong béi canh véi ngudn lirc han ché, xét nghiém khong nén bi
lang phi. Piéu quan trong 13 bénh nhan chi nén dwoc xét nghiém
néu két qua dwong tinh 1am thay ddi viéc diu tri. Ching han,
viéc xét nghiém 12 khong can thiét trong cac trudng hop sau:
e Nhitng ngudi tré tudi di tiép xdc véi nhirng ngudi
nhiém bénh vio mét vai ngdy truéc, cé nhitng triéu
chig nhe & mic d6 vira phai va séng mét minh. Ho
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khéng cin xét nghiém PCR, tham chi ngay cé khi bi sét.
Ho sé tiép tuc tw c4ch ly & nha, bdo nghi dm néu cin
thiét, it nhét trong 14 ngdy sau khi c4c triéu chirng khéi
phat. Xét nghiém chi hiru ich dé 1am ré liéu ho c6 thé
tiép tuc 1am viéc trong bénh vién hodc céc co s& chim
soc stc khoe khéc sau khi cach ly tai nha hay khéng.
Mét vai noi yéu ciu it nhit 1 lin xét nghiém am tinh
(phét dich miii hong) truéc khi quay tré lai lam viéc
(thém vio d6 13 it nhit 48 gi® khong con triéu ching.

e Mot cip vo chdng trd vé tir mét diém néng cia dich
bénh vi cam thiy dau nhe & c6 hong. Vi dit sao ho vin
phai c4ch ly, xét nghiém & trudng hop nay 13 khong can
thiét.

e MOt gia dinh 4 ngudi c6 nhitng triéu chirng dién hinh
cia COVID-19. Xét nghiém chi moét nguwdi (c6 triéu
ching) 13 du. Néu két qua dwong tinh, khéng can thiét
phai xét nghiém hét tit ca nhitng ngudi trong gia dinh,
mién 13 ho & nha.

Nhitng quyét dinh nay khong d& dé trao ddi v6i bénh nhan, dic
biét 13 nhirng ngwdi s¢ hai va lo ling.

Tuy nhién, trong nhirng tinh hudng khéc, xét nghiém phai dugc
thurc hién ngay lap tirc va l3p lai néu cin thiét, dic biét 1 déi véi
nhén vién y té ¢ tridu chirng, dic biét, vi du, tai cdc vién dudng
ld0, dé phét hién b dich cang nhanh cang tét.

Mic dit cac khuyén nghi dugc cap nhat lién tuc béi cic co quan
chitc ning va céc hé théng y té qudc gia, vé viéc ai nén dugc xét
nghiém bai ai va khi ndo: chiing vin lién tuc thay dbi va phai
thich hop véi tinh hinh dich t& dia phwong. V&i ty 16 nhiém bénh
giam dfn t&i ting kha ning xét nghiém, nhiéu bénh nhan chic
chin sé cé thé dugc xét nghiém trong twong lai, va chi dinh xét
nghiém sé dugc m& rong.
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Lé"ly mau

SARS-CoV-2 c6 thé dwgc phat hién trong cic mé va dich co thé
khéc nhau. Trong mét nghién cttu trén 1070 miu dugc thu thap
tlr 205 bénh nhan mic COVID-19, miu thu dwgc tir dich rira phé
quan cé ty 1& duwong tinh cao nhit (14/15; 93%), tiép theo 13 dam
(72/104; 72%), phét miii (5/8; 63%), mAu sinh thiét tir 6ng ndi soi
(6/ 13; 46%), phét hong (126/398; 32%) phéan (44 of 153; 29%) va
méu (3 trén 307 ; 1%). Khong c6 miu nio trong sb 72 miu nudc
tiéu duwgc xét nghiém duwong tinh (Wang 2020). Vi rdt ciing
khéng dugc tim thiy trong dich 4m dao cia 10 bénh nhén ni
mic COVID-19 (Saito 2020) hay trong tinh triing va sita me (Song
2020, Scorzolini 2020). Tuy nhién, trong nhitng trudng hop hiém
hoi, vi rit c6 thé dugc phat hién trong nwéc mét va dich tiét két
mac (Xia 2020).

Céc miu ciing c6 thé dugc ldy tir ddm (néu cb), dich hdit noi khi
quéan hoc dich rira phé quan. C6 kha ning cic miu & dudng hd
hép dwéi nhay hon so v6i miu phét miii hong. Dic biét & nhirng
bénh nhan bi bénh ning, thudng cé nhiéu vi rit & dwdng hé hip
dwéi hon & dudng hé hap trén (Huang 2020). Tuy nhién, ludn cé
nguy cd cao tao khi dung va din dén nguy co céc nhén vién y té
bi nhiém bénh.

Tuy nhién, sy nhén 1én ctia vi rdt SARS-CoV-2 rét cao & cic md
dudng hd hép trén, trdi ngugc véi SARS-CoV (Wolfel 2020). Theo
WHO, miu & dudng hd hip cho xét nghiém PCR nén dugc thu
thap tir dudng hé hap trén (phét hoic dich rira miii hong, hiu
hong) & bénh nhan cip ctiru (WHO 2020). Viéc thu thap cic miu
litl’ ca miii hong va hiu hong c6 thé dwoc két hop trong cling mét
ong.

Phét miii hong - Vin d@é thwc hanh

Viéc 14y mAu diing 13 cuc ky quan trong. TAt ca c4c 18i sai nhé
trong cic quy trinh lay mau & ca mii hong va hau hong déu cé
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thé din dén két qua xét nghiém 4m tinh gia. Thém vao d6, cac
bién phép bao vé phai dwgc thuc hién d khong giy nguy hiém
cho ngudi ldy mAu. M3i 14n 14y miu du c6 nguy co nhiém tring
cao! Khéu trang bao vé dwdng hé hip, kinh bao vé, 40 choang va
ging tay 13 b3t budc. Nén thuc tip cich mic va loai bo quan 4o
bao hd diing quy trinh! Nhidu sai 1dm xay ra ngay ca khi théo
khiu trang.

Dbi v6i xét nghiém phét miii hong, bénh nhén nén ngdi trén ghé
va nga diu ra sau mét chut. Ngudi ldy miu nén dirng & vi tri hoi
léch dé tranh bi ho tring. Néi véi bénh nhan ring diu niy cé
thé khéng thoai mai trong mot thdi gian ngin. Nén sir dung tim
béng miii hong phit hgp d& phat hién vi rit va cé truc nhua déo
nhit c6 thé. Truc bing gb c6 thé 1am bt hoat vi rit v cé nguy
co chin thuong cao. Tam béng mili hong nén dugc giir gitra
ngon cai va ngén tro, glong nhu mét ciy bit chi, vi viy phin
cudi khéng nén cham vao bit ctr thi gi. Thu’dng tién sau vao 5-
7cm sé cham t6i thanh sau cia, dugce biéu thi bing mét luc can
nhe. "Chi cham vao ving dAu & mai" 13 khéng du! Nén tranh
cham vao riang va ludi khi phét hong va rit tim bong ra khéi
thanh sau vom hong, ngay ké bén ludi gi. Than trong véi phan
xa ndén! C6 rat nhidu video thuc té trén internet vé& cich thuc
hién chinh x4c quy trinh nay. Sau khi dwgc hwéng din thich
hop, nhiéu bénh nhan ¢ thé ty thuc hién liy miu theo cich
nay.

Chiing t6i d3 huwéng din dé cic bénh nhan (hdu hét!) c6 thé ty
lAy mAu tai nha. Cic éng dé 14y miu dwoc gwri chuyén phét
nhanh trire tiép dén nha ciia bénh nhan va dwoc dit trudc cira.
Ngudi van chuyén nén tranh tiép xdc truc tiép véi bénh nhan va
cham truc tiép vio dng 1y miu (c6 thé dit ching tric tiép vao
tai hoic thu thap bing mit nguoc lai cta tdi) va truc tiép mang
miu tré vé (khéng giri qua dwdng buu dlen') DPiéu ndy yéu ciu
phai dugc hudng din chinh x4c ngay tir diu, nhung thudng khé
kha thi.
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Tidm bdng dé 14y mAu c6 thé dugc bao quan khé hodic trong mot
lwgng nhé dung dich NaCl; néu cin thiét, didu nay cin dwoc lém
rd véi phong xét nghlem trudc. Xét nghlem PCR nhanh 13 rét
quan trong, tot nhat 13 trong cting mot ngly néu c6 thé. Nhiét do
cao la khéng thuln lgi cho xét nghiém. Trong mét nghién ctru
nhé, cic miu dwoc 1am bat hoat bing cdch U trong bé nuéc &
56°C trong 30 phut. 7/15 mAu cé lwong vi rit thip chuyén thanh
4m tinh gia. Lwu trir 1du hon ciing ddn dén két qua am tinh gia
(Pan 2020).

M3u bénh phim dwdng hé hip dudi cé thé bao gdm dam (néu
c6) va/hoic dich choc hiit ndi khi quan hodc dich rira phé quan &
bénh nhan mic bénh hé hip ning hon. Tuy nhién, cin xem xét
nguy cd tao khi dung cao (tudn thu nghiém ngit cic quy trinh
kiém soat va phong ngira nhiém khudn). Miu bénh phdm bd
sung c6 thé dugc thu thap vi vi rit COVID-19 d3 dwgc phét hién
trong mau va phén (xem phén duéi).

Thu thip mAu bénh phim tir miii hong va hiu hong bing tim
béng miii hong c6 thé gay khé chiu cho bénh nhén va khién nhan
vién y té gip nguy hiém. Vi rit cé trong nudc bot va mot s6
nghién ciru da chi ra ring miu nwéc bot dwoc ldy & viing sau
hong (viing hong sau) 12 kha thi va d& chiu hon hon d6i véi ca
bénh nhan va nhéin vién y té (Pén nim 2020, Yu 2020). Rira hong
c6 thé dugc sir dung dé theo dai do thii thuat nay khéng xam l4n
va c6 d6 tin cdy. Rira hong dugc thuc hién bing cich yéu clu
bénh nhan sic hong ving trén thanh hong sau véi 20 ml nwéc
mudi ding trwong vé tring. Sau 5-10 gidy, ho nhd nwéc mudi tir
cb hong vao mét vat chira vé tring. Trong 24 cip miu so sanh
bénh phdm rira €8 hong va bénh phdm mii hong, ty 1& xét
nghiém dwong tinh cia bénh phim rira hong cao hon nhiéu so
v&i bénh phim tir phét miii hong (Guo 2020).

Mic dii chwa c6 trudng hop lay truyén qua dwdng phan-miéng
nio dugc bdo cdo, nhung ngly cang nhiéu bing ching ring
SARS-CoV-2 tich cuc sao chép trong duwdng tiéu héa. Mot nghién
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cttu 16n hon tir Chau Hai, Trung Qudc cho thiy sy hién dién kéo
dai ctia RNA vi riit SARS-CoV-2 trong cdc miu phan. 41 (55%)
trong s6 74 bénh nhén c6 miu phan dwong tinh véi RNA SARS-
CoV-2, cic mAu tir dudng hd hip vin duwong tinh v&i RNA SARS-
CoV-2 trong trung binh 16,7 ngy va mau phan van duong tinh
trong trung binh 27,9 ngdy sau khi khéi phét triéu chirng dAu
tién (Wu 2020). G 22/133 bénh nhin, SARS-CoV-2 van dugc phat
hién trong dam hoic phén (twong trng 1én dén 39 va 13 ngay) sau
khi m3u phét dich hiu hong 4m tinh (Chen 2020). Nhitng nghién
cttu nay d3 1am déy 1én méi lo ngai vé viéc liéu nhirng bénh nhan
c6 két qua Am tinh khi xét nghiém phét dich hau hong ¢ thyc
sw khong c6 vi rit hay khong, hoic cin liy thém miu & cac vi tri
khac ctia co thé. Tuy nhién, mi lién quan l4m sing ctia nhitng
phét hién nay vin chwa ré rang va c6 mét nghién ctru khéng
phaét hién vi rit c6 kha ning lay nhiém tir cdic miu phan, mic di
cé néng d6 RNA vi rit cao (Wélfel 2020).

SARS-CoV-2 hiém khi dwgc phat hién trong mau (Wang 2020,
Wolfel 2020). Vay con nguy co nhidm bénh do truyén mau?
Trong mot nghién ctu sang loc 2 430 lan hién mau & Vii Han, cic
mAu huyét twong dwoc phét hién dwong tinh v&i RNA vi rit tir 4
ngudi hién khéng c6 triéu chirng (Kwon 2020). Mdt nghién ctru
khéc tir Han Quéc di tim thdy bay ngudi khi hién mau khong
triéu chitng, sau d6 dugc xac dinh d3 mic bénh COVID-19. Khéng
ai trong s6 9 ngudi nhin tidu cAu hoic hdng ciu dwgc xét
nghiém cho két qua dwong tinh v6i RNA SARS-CoV-2. Su ldy
truyén SARS-CoV-2 khi truyén mau dugc coi 13 khong thé xay ra
(Chang 2020). Ciing gidng nhu trudng hgp phén, vin chua ré
liéu viéc phét hién RNA trong mau cé ddng nghia véi kha ning
lay nhiém hay khéng.

PCR

Hién da c6 mét sé bd xét nghiém phat hién vi rit dua trén gPCR
khac nhau khi cac phong thi nghiém trén toan thé giGi da tuy
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chinh céc xét nghiém PCR cho SARS-CoV-2, st dung cic doan
mdi khac nhau nhim vao cic phin khic nhau cta trinh ty gen vi
rit. Mot bai ddnh gi4 (review) vé céc xét nghiém va thiét bi chin
doén khac nhau d3 dugc cong bd gan day (Léffelholz 2020). Mot
quy trinh thire hién Real-time PCR dé phét hién SARS-CoV-2 cho
hai muyc tiéu RdRp (P2 va 1IP4) dwgc md ta tai
https://www.who.int/docs/default-source/vi rit coronae /real-
time-rt-pcr-assays-for-the-detection-of-sars-cov-2-institut-
pasteur-paris.pdf?sfvrsn=3662fcb6_2

Céc xét nghiém RT-PCR méi nhim viao RNA polymerase phu
thudc RNA (RdRp)/helicase, spike va nucleocapsid ctia SARS-
CoV-2 c6 thé gitip cai thién chin doin COVID-19 trong phong thi
nghiém. So vgi xét nghiém RdRp-P2 duwgc bdo cdo di dugc s
dung & hiu hét cac phong thi nghiém & Chau Au, cic xét nghiém
nay khéng phan tng chéo véi SARS-CoV trong nudi cy té bio va
c6 thé nhay va dic hiéu hon (Chan 2020).

Néu didu nay khong xay ra, ngudng phat hién cia siu bd dung
cu xét nghiém PCR trén thi trudng 13 khéic nhau déng ké (chénh
1&ch t&i 16 1an), v&i ngwdng phét hién kém nhét c6 thé din dén
két qua 4m tinh gia khi RT-PCR dwogc sit dung d& phét hién
nhiém SARS-CoV-2 (Wang 2020 ). Theo céc tac gia, cic nha san
xuét nén phan tich cic vin dé hién c6 theo tng dung trén 1am
sang va cai thién hon nita san phdm ctia ho.

PCR dinh tinh

Mot xét nghiém PCR dinh tinh (Dwong tinh hodc 4m tinh)
thudng 13 da trong chdn doén thong thudng. Pinh lwgng RNA vi
rit hién tai (vin) chi dwgc quan tAm vé mit hoc thuat. Két qua
dwong tinh gia 13 rat hiém. Van d chinh caa bat ky xét nghiém
PCR dinh tinh 13 c4c két qua 4m tinh gia. Ching c6 nhidu nguyén
nhan. C4ch 14y mAu khéng chinh xdc dic biét phd bién, nhung
18i trong phong thi nghiém ciing xay ra.
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Mét sb nghién ctru da chi ra ring nhirng bénh nhén khéng cé
triéu chirng ciing c6 két qua PCR dwong tinh va cé thé truyén vi
rut (Bai 2020, Cereda 2020, Rothe 2020). Sy phét tan vi rut cé thé
bit dAu tir 2 dén 3 ngly trudc khi xudt hién céc tridu chirng diu
tién. Phan tich tdng céng 414 miu bénh phdm viing hong & 94
bénh nhan, tai lwong vi rit cao nhit dwoc tim thiy tai thoi diém
kh&i phét triéu chirng. Lay nhidm bt diu tir 2,3 ngdy (KTC 95%,
0,8-3,0 ngay) trudc khi khéi phat triéu chirng va dat cwc dai 0,7
ngly truéc khi khéi phat triéu chirng (He 2020). Su ldy nhiém
dugc wde tinh sé gidm nhanh chéng sau 7 ngay.

Trong mdt nghién ciru doan hé gém 113 bénh nhéin c¢6 triéu
chirng, thoi gian phat hién trung binh ctia SARS-CoV-2 RNA 12 17
ngdy (dao dong tir 13-22 ngdy), dugc do tir khi bit dau bénh. §
mét s& bénh nhén, PCR con dwong tinh lau hon: nam giéi va
bénh ning (thd may xam l4n) 13 cdc yéu t8 nguy co doc 1ap dbi
v3i su phiét tan vi rut kéo dai (Xu 2020).

Céc béo c4o ca bénh gin day d lién tuc dat dwoc nhiéu sy cha y
ctia truyén théng, cho thiy két qua dwong tinh sau khi nhiéu lan
PCR 4m tinh va phuc hdi vé 1am sang (Lan 2020, Xiao 2020, Yuan
2020). Nhirng nghién ciru niy dit ra ciu héi vé viéc téi kich hoat
hoic tai nhiém COVID-19 (xem bén du’c'fi chu’dng l4m sang). Hién
tai, két qua c6 nhiéu kha nang do céc vin dé vé phwong phéap (L1
2020). 6 mirc d6 vi rit thap, dic biét 13 trong nhu’ng ngdy cubi
cting ctia dot nhidm tring, tai lwgng vi rit c6 thé dao déng va
d6i khi c6 thé phat hién dugc, dbi khi khéng (Wélfel 2020). Viéc
tai kich hoat, hay ti nhiém nhanh chéng (sau khi khéi bénh) s&
rit bt thwdng dbi véi vi rit corona.

binh lwgng tai lwgng vi rut

R4t nhiéu nghién ctru da danh gi4 tai lwong vi rit SARS-CoV-2
trong c4c miu bénh phim khéc nhau. Trong mét nghién ctru tién
cttu nho, tai lwgng vi rit trong miu phét dich tir miii va hong
thu dugc tir 17 bénh nhin cé triéu chirng dugc phan tich lién
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quan dén ngiy khéi phat ctia bt ky tridu chirng nao (Zou 2020).
béng luu ¥, tai lwgng vi rut dwgc phét hién & nhitng bénh nhin
khéng cé triéu chirng tuong tw nhu & nhirng bénh nhan c6 triéu
chitng, didu nay cho thiy kha ning truyén bénh ciia nhirng bénh
nhin khéng hodc c6 it triéu chirng,

Trong mdt nghién ciru khéc trén 82 ngudi nhiém bénh, tai lwgng
vi rit trong mAu phét hong v dam dat cue dai vao khoang 5 - 6
ngay sau khi xut hién triéu chirng, tir khoang 79.900 ban sao/ml
& hong dén 752.000 ban sao/ml trong dam (Pan 2020). Trong mot
nghién ctru trén cc miu nudc bot hiu hong, khéng giéng nhw
SARS, bénh nhan mic COVID-19 ¢6 tai lwong vi rit cao nhét lic
khéi phét triéu chirng, didu nay cé thé giai thich cho tinh chét
lay lan nhanh cta dich nay (To 2020). Trong nghién citu nay, tai
lwong vi rit trung vi trong nwdc bot viing hiu hong sau hoic
mAu bénh phim hé hap khéc tai thoi diém xut hién triéu chirng
14 5,2 log,, ban sao/ml (IQR 4.1-7.0). Trong tdng s6 323 mAu tir 76
bénh nhin, tai lugng vi rat trung binh trong dam (17.429 ban
sao/xét nghiém) cao hon déng ké so véi miu bénh phim tir hong
(2.552 ban sao) va miu bénh phém tr miii (651 ban sao). Tai
lwong vi rit & giai doan diu va giai doan tién trién cao hon so
véi giai doan phuc hdi (Yu 2020). Theo mét nghién ctru dugc
cong bd gin day, viéc phét tan vi rat cé thé da bit dAu tir 2-3
ngdy trwde khi xuit hién céc triéu chirng dAu tién va cach thirc
lay nhiém c6 thé gin giéng véi bénh ctim hon so v6i SARS (He
2020).

Tai lwgng vi rit cao hon c6 thé lién quan dién tién bénh ning
trén lam sang. Trong mdt nghién cttu danh gia cdc mot chudi cac
mAiu tir 21 trudng hgp bénh nhe va 10 trwdng hop bénh ning
(Liu 2020), cic treong hgp nhe dwgc phat hién c6 d6 thanh thai
vi rit sém, véi 90% bénh nhan nay lién tuc cho két qua 4m tinh
v&i RT-PCR tai ngdy thtr 10 ké tir khi khdi phét triéu chirng.
Nguoc lai, tAt ca céc trudng hop bénh ning vin con dwong tinh
tai hodc sau ngay thir 10 ké tir khi khéi phét triéu chirng hoic
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sau d6. Tuy nhién, cin thém céc thir nghiém 16n, tién ctu dé
dénh gia vai tro cua tai lugng vi rat SARS-CoV-2 nhuw mét dau
hiéu dé danh gid mdc d6 nghiém trong va tién lwgng bénh.

Chin doan trong tinh trang thiéu b4 dung cu xét nghiém
PCR

Mbt diéu chic chin 13, muc tiéu tdng thé phai 1a phat hién cang
nhiéu ca nhiém bénh cang tét. Tuy nhién, & nhiéu quéc gia, tinh
trang thiéu bé dung cu xét nghiém, khéng dép tng dugc nhu cﬁu
ngdy cang tang twong irng véi mirc do nhiém benh trong dan sb.
Vi vdy, cac mau gop thu’dng dwoc sir dung dé tiét kiém nguyén
liu xét nghiém. Nhidu miu duoc kiém tra cung nhau. Chi khi
mdt miu gop nhu vy 13 dwong tinh, cdc miu sé dwoc kiém tra
riéng 1é.

Mbt s6 nghién citu ciing da diéu tra xem & quéc gia dang trong
giai doan dich bénh lwu hanh cao, liéu viéc chin doén cé bt
budc phai c6 xét nghiém PCR? Mot nghién ciru bénh-chirng hoi
cttu 16n tir Singapore da danh gid cc yéu t6 du doan nhiém
SARS-CoV-2, st dung cac yéu té phoi nhiém, nhin khiu hoc,
triéu chirng 1Am sing va két qua xét nghiém (Sun 2020). Ngay ca
khi khéng c6 cdc yéu té phoi nhiém va/hoic bing chitng chin
doén hinh anh hoc ctia viém phdi, cAc triéu chirng va xét nghiém
1am sang cé thé xdc dinh cic dbi twong cé nguy co cao mic
COVID-19. S8 lwgng bach ciu thép, sé lwong té bao lympho thip,
ting nhiét d6 co thé, ting nhip tha, cic triéu chirng tiéu héa va
giam san xuit dim c6 lién quan manh mé véi két qua xét nghiém
SARS-CoV-2 duong tinh. Tuy nhién, nhitng md hinh du doan so
b6 d6 rat nhay cam véi béi canh dich t& hoc dia phuong va giai
doan biing phat toan ciu. Chiing chi cé ¥ nghia trong thdi gian cé
ty 16 mic cao. Néi cich khdc: néu tdi gip mét bénh nhan trong
thoi ky dinh diém cta dich bénh, XuAt hién sét, ho, khé thé va
giam bach cAu, t5i c6 thé gin nhu chic chin ring bénh nhan nay
bi COVID-19. Trong c4c giai doan khéc, khi ty 16 mic thap hon,
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c4c md hinh nay khéng cé nhiéu y nghia. Do d6, chic chin 13 xét
nghiém axit nucleic hodc giai trinh tw gen déng vai tro tiéu
chudn vang dé x4c dinh chin dodn. PCR nén dwoc thuc hién bat
ctr khi ndo c6 thé.

Huyét thanh hoc

Phiét hién nhitng trudng hop di tirng nhiém vi rit bing cach tim
kiém khang thé ma ho da tao ra s& 13 mét trong nhirng muc tiéu
quan trong nhét trong cudc chién chéng lai dai dich COVID-19
(D4nh gid tém tit: Petherick 2020). Xét nghiém khang thé cé
nhidu muc dich: c4c xét nghiém huyét thanh hoc niy c6 vai trd
quan trong dé xé4c dinh ty 18 lwu hanh bénh dwa trén xét nghiém
méu, sy phoi nhiém trudc dé va xac dinh ngudi c6 ndng 4o
khéng thé cao tir huyét thanh thu dwoc tir nhitng ngudi da khoéi
bénh nhw mét bién phép diéu tri. Ching ciing s& hd trg theo dai
va sang loc nhén vién y té dé xé4c dinh nhitng ngudi da cé mién
dich. C6 bao nhiéu ngudi thure sy bi nhiém bénh, trong d6 cé bao
nhiéu ngudi bi nhidm bénh nhung két qua PCR 4m tinh va vi ly
do gi, c6 bao nhiéu bénh nhin khéng cé triéu chirng va ty 18 tir
vong thurc si trong mét dan s6 xac dinh 13 bao nhiéu? Chi vdi xét
nghiém huyét thanh hoc toan dién (v cdc nghién ctru dich t&
hoc dwoc 1én ké hoach tbt), chiing ta méi c6 thé tra 15i nhirng
ciu héi ndy va giam di cic 4n s6 trong cac tinh toan dw doén
hién tai. Mot sé cudc diéu tra d3 dugc tién hanh & nhidu dia diém
khac nhau trén toan thé gii.

Nhung, bén ngoai cdc nghién citru 1am sang: ai nén dugc thir
nghiém? Xét nghiém thuc suw khong cé y nghia déi véi bénh
nhan mic bénh COVID-19 ¢4 dwgc x4c nhan truwdc d6. Tuy nhién,
né vin cé thé dugc thue hién néu, vi du, ban muén xéc thuc mot
xét nghiém. Ngodi nhitng ngudi lién quan dén chim séc stic
khée hoic 1am viéc trong cdc nganh nghé khéc cé nguy co lay
truyén cao, nhitng xét nghiém nhu véy ciing c6 thé hiru ich dé
truy ngugc lai nhirng ngudi cé thé tirng tiép xdc.
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Mét sb nhém dang 1am viéc hwéng t6i cac thir nghiém nay
(Amanat 2020), mdt sb trong sb chiing di c6 sin trén thi trudng.
Xét nghiém khéng thé thudng tip trung vio cac khang nguyén
(protein). Trong trudng hgp SARS-CoV-2, cic bd Xét nghiém
mién dich hép thu lién két v&i Enzyme (ELISA) khic nhau dwa
trén cAc tai td hop protein nucleocapsid va protein Spike (gai
protein?) di dugc st dung (Loffelholz 2020). Protein Spike ctia
SARS-CoV-2 dwdng nhw 13 muc tiéu t8t nhét. Tuy nhién, vin
chwa rd rang cin st dung phin nio ciia protein Spike va s& phu
thudc rat nhidu vio sy doc nhit ctia protein Spike. Cang déc
nhét, ty 1& phan trng chéo véi céc vi rit corona khac cang thép -
chinh 13 két qua dwong tinh gia do mién dich v&i cc vi rit Coro-
na khic. Phan tng chéo vé6i cic vi rit corona khéc cé thé 13
thach thirc. Vi vy, cdc xét nghiém xic nhin (thuong la xét
nghiém trung hoa) c6 thé dwoc sir dung dé giam cac xét nghiém
duong tinh gia.

Ngay ca v&i d6 dic hidu rat cao tir 99% trd 1én, dic biét 13 & cac
khu vire ¢6 ty 18 lvu hanh cia dich thip, gi4 tri théng tin bi han
ché va c6 thé gia dinh ty 18 xét nghiém dwong tinh gia cao. Vi du:
Vi d6 dic hidu 99%, du kién cé6 mot xét nghiém trong sb 100 13
dwong tinh. Tai noi c¢6 ty 1& lwu hanh cta dich cao, diéu nay
khéng mang nhidu y nghia. Tuy nhién, néu mot ngudi dwgc xét
nghiém tai noi ¢6 ty 1 lvu hanh cta dich thip, kha ning xét
nghiém duong tinh that (gia tri tién dodn dwong, tirc 12 s6 lwong
xét nghiém thuc s duwong tinh chia cho s lwong tat ca cac xét
nghiém dwong tinh) 13 thip. Trong mét dén s c6 ty 1& lvu hanh
cua dich 1a 1%, gié tri dy dodn sé chi la 50%! Udc tinh hién tai tir
Iceland, mét dan s§ dwogc xé4c dinh rd va lwa chon ngiu nhién,
van cho thiy ty 1é twong d6i én dinh khoang 0,8% vao thang 3
nim 2020 (Gudbjartsson 2020). Ngay ca & cac quéc gia rd rang bi
anh huwéng nghiém trong hon, ty 1& lay nhiém chi cao hon mét
chit. Néu ching ta gia st con s6 nhim bénh 13 133.800 (ngay 17
théng 4) d8i véi Dirc, mét trong céc qudc gia c6 s6 lwgng nhidm
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bénh 16n nhit thé gi6i va cho ring sb ca nhim bénh nhung
khéng bi phat hién cao gip khoang 5 14n, thi ty 1& lwu hanh cia
dich & Ptrc vAn con dwéi 1%. C& mdi 100 ngwdi nhiém bénh, hiu
hét xét nghiém dwong tinh lin thir hai s& 13 dwong tinh gia,
tham chi v&i d6 dic hiéu 99%. Do d6 sang loc khang thé trong
dan s6 sé tao ra ty 1& xét nghiém duwong tinh gia kha cao.

Pang chd ¥, phan wng huyét thanh véi vi rit Corona chi 13 tam
thdi. Khéng thé ctia vi riit corona giy bénh & ngudi theo mia cé
thé bién mAt ngay ca sau mot vai thang. Dit lidu so bd cho thiy
théng tin ctia khéng thé ddi véi SARS-CoV-2 twong tw nhu SARS-
CoV (Xiao 2020). Ddi v6i SARS-CoV, khéng thé khéng dwgc phét
hién trong 7 ngay dAu tién cua bénh, nhung hiéu gi4 I1gG ting
dang ké vao ngay 15, dat cuc dai vao ngay 60 va duy tri & mirc
cao cho dén ngay 180 va giam dan cho dén ngay 720. IgM 1a durgc
phét hién vio ngy 15 vi nhanh chéng dat dén dinh diém, sau d6
giam din cho dén khi khéng thé phat hién dugc vio ngly 180
(Mo 2006). Ciing nhu céc loai vi rit khic, khéng thé IgM xay ra
sém hon so v6i khang thé 1gG, trong khi IgG diic hiéu hon. Khing
thé IgA twong dbi nhay nhung it dic hiéu hon (Okba 2020).
Nghién ciru 16n hon dau tién vé dp tng mién dich dich thé cia
vat chti chdng lai SARS-CoV-2 d chi ra ring phan trng mién dich
dich thé v6i SARS-CoV-2 c6 thé gitp chin do4dn COVID-19, bao
gdm ca cac trudng hop chwa biéu hién 1am sing (Guo 2020).
Trong nghién cru nay, phan rng IgA, IgM va IgG sir dung xét
nghiém ELISA trén protein nucleocapsid ti t& hop d3 dugc phan
tich trong 208 miu huyét tuwong tir 82 trudng hop dugc xac
nhén va 58 truwdng hop nghi ngd (Guo 2020). Thgi gian trung
binh phét hién khang thé IgM va IgA 13 5 ngay (IQR 3-6), trong
khi IgG dwgc phat hién vao ngay 14 (IQR 10-18) sau khi khoi phat
triéu chirng, véi ty 1& dwong tinh 1An lwot 13 85,4%, 92,7% va
77,9% . Hiéu qua phat hién ctia IgM ELISA cao hon so vGi PCR sau
5,5 ngay ké tir khi xuit hién triéu chirng. Trong mét nghién ctru
kh4c trén 173 bénh nhén, ty 1& chuyén dbi huyét thanh (thdi gian
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trung vi) d6i véi IgM va IgG 1an lwot 13 82,7% (12 ngy) va 64,7%
(14 ngay). Mét hiéu gi4 khang thé cao c6 lién quan doc lap véi
céc tinh trang ning ctia bénh (Zhao 2020). Trong nhirng thing
t6i, ching ta sé tim hiéu ddp tng khéng thé cia con ngudi dbi
v&i SARS-CoV-2 s& phat trién theo thdi gian nhu thé nio va liéu
d4p tng va hiéu gia ndy twong quan véi kha ning mién dich ra
sao. Ciing c6 thé hinh dung ring & mét s6 bénh nhan (vi duy,
nhirng ngudi bi suy giam mién dich), phan tng khang thé vin
giam.

Chan do4n hinh anh

Cit 16p vi tinh (Computed tomography - CT)

Chup cit 16p vi tinh (CT) c6 thé déng mdt vai trd trong ca chin
doédn, danh gid mic d6 bénh va theo dbi. CT ngwc cé dd nhay
twong d6i cao dé chin do4n COVID-19 (Ai 2020, Fang 2020). Tuy
nhién, khoang mét nira s6 bénh nhén c6 thé 6 CT binh thudng
trong 1-2 ngdy dau sau khi khéi phat triéu chirng (Bernheim
2020). M3t khéc, trong dai dich hién nay ching ta sém nhén ra
ring mot ty 1& ddng ké nhirng bénh nhén chuwa biéu hién lam
sang (dugc kiém tra CT trudc khi khéi phat triéu chitng) cé thé
d3 c6 két qua CT bénh 1y (Chan 2020, Shi 2020). & mot sé bénh
nhan cho thiy két qua ré rang hinh 4anh bénh 1y viém phdi trén
CT, thi phét dich miii hong vin 4m tinh khi xét nghiém PCR (Xu
2020). Mat khéc, mét nira s6 bénh nhin xut hién hinh anh viém
phéi sau dé trén CT, van cé thé cé hinh anh CT binh thuong
trong 1-2 ngly du sau khi cdc triéu chirng xuét hién (Bernheim
2020).

Tuy nhién, kh6ng nén danh gid qué cao gia tri ctia CT nguc. M6t
s6 nha nghién citu Trung Quéc khuyén céo CT 13 mét phan khong
thé thiéu trong chan dodn COVID-19 di din dén sy chi trich gay
gét, didc biét 1a tir cac chuyén gia & cdc nudc phwong Tay. Cac
nghién citu ctia Trung Qudc d3 bi phoi bay véi nhirng sai 1am va
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thiéu sét dang k&. Trong nhitng nd lwc cao ngin chin nguy co
lay nhidm cho nhan vién, nhiéu chuyén gia nhit quyét tir chdi
viéc chup CT sang loc néi chung & bénh nhin nhiém SARS-CoV-2
hodc & nhirtng ngudi nghi ngd (Hope 2020, Raptis 2020). Theo
khuyén céo ctia Hiép hoi Hinh dnh hoc Anh, noi d3 ¢ ging két
hop CT vao céc thujt todn chin dodn COVID-19, gi tri ciia CT
vin chua rd rang - ngay ca khi PCR 4m tinh hodc khong cé két
qua (Nair 2020, Coleues 2020). CT nguc chi nén dwgc thuc hién
néu cin xem xét cic bién chirng hodc chin doén phén biét
(Raptis 2020).

Trong c4c nghién ciru mi, cic bac si X-Quang tir Trung Qudc va
Hoa Ky d4 cb ging phan biét viém phdi COVID-19 v&i viém phdi
do vi rit khéc. 6 dic hiéu khé cao, d6 nhay thip hon (Bai 2020).
Mbt phén tich 16n gin ddy da tim thiy d6 nhay cao nhung d6 dic
hiéu thap (Kim 2020). D6 nhay ciia CT bj 4nh hudng béi sw phan
bd mitrc d6 nghiém trong ciia bénh, ty 16 bénh nhin mic bénh
kém theo va ty 1& bénh nhan khéng cé triéu chirng. G nhitng
viing c6 ty 1& lwu hanh caa dich thip, CT nguc c6 gi4 tri tién
do4n dwong tinh thap (1,5-30,7%).

Néu trong tinh trang bénh 1y, hinh 4anh thudng cho thiy tén
thuwong & ca 2 bén phdi, thanh nhiéu d4m hoic tdn thuong kinh
md (Ground-glass opacities - GGO) phan bd & viing ngoai vi & cc
thity phéi hai bén. C4c tén thwong c6 thé thé hién giéng dang ké
vGi SARS va MERS (Hosseiny 2020).

Trong cac nghién ctru ¢é 1am mu, cac chuyén gia hinh anh hoc tir
Trung Quéc va My dd c6 ging phan biét hinh viém phdi do
COVID-19 v&i cac loai viém phédi vi rit khac. D§ diic hiéu kha cao
con d6 nhay thi thip hon nhiéu (Bai 2020). Mdt nghién ctru gop
gin day cho thiy d6 nhay cao nhwng d6 dic hiéu lai thdp (Kim
2020). D6 nhay ctia CT bi 4nh hudng béi sy phan b mirc d6 bénh
ning, ti 1& bénh nhan cé nhiéu bénh nén, va ti 1& bénh nhan
nhiém khéng triéu chirng. & cic khu vire ¢6 ti 1é mic bénh thip,
CT nguc c6 gia tri tién dodn dwong thép (1,5 -30,7%).
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Néu c6 y nghia bénh 1y, cic hinh anh thudng xuét hién & ca hai
bén phdi, v6i nhiéu ddm md& hoic hinh anh tén thuong kinh md
(GCO - Ground-Glass Opacities) phan bd & nhiéu thity phdi ca hai
bén. Tén thuwong c6 thé c6 nhiéu diém twong ddng véi SARS va
MERS (Hosseiny 2020).

Mbt tong quan hé théng vé hinh anh hoc & 919 bénh nhan d tim
thay hinh anh GGO nhiéu mtrc d6 & hai bén phdi, phan b & ving
ngoai vi hodc & phia sau, cht yéu & thily dudi va it gip hon &
thity gita 13 dic diém phd bién nhét (Salehi 2020). Téng quan
ndy trinh bay hinh anh ban d4u khéng dién hinh cta cic ddm m&
déng dic chong 1én GGO da dugc tim thiy trong mét sb it trudng
hop, chii yéu & ngudi cao tudi. Day vach lién tiéu thity, gidn phé
quén, day mang phdi va tdn thuwong dwéi mang phdi it gip hon,
chi yéu & giai doan sau ctia bénh. Tran dich mang phéi, tran dich
mang ngoai tim, ndi hach, hinh anh tao hang, diu hiéu vién bao
CT va tran khi mang phdi 12 khong phd bién (Salehi 2020).

Sy tién trién cia bénh trén CT chwa dwoc hiéu rd. Tuy nhién, sau
khi xuét hién céc triéu chirng, cic hinh anh bénh ly trén CT dugc
tim thiy thudng xuyén hon, bao gdm cac tdn thwong déng dic, &
ca hai bén va viing ngoai bién phdi, sy tén thwong cta phdi
nhiéu hon, cic dudng tdn thuong md, hinh anh 1at d4 “crazy-
paving” va dau hiéu “yién bao dao nguwoc” (Bernheim 2020 ). Mot
sé chuyén gia da d& xuét ring hinh anh cé thé dwoc sip xép
thanh bdn giai doan khac nhau (Li 2020). Trong giai doan diu,
nhidu dém m& nhé loang 16 va nhitng thay ddi ctia mé ké. Trong
giai doan tién trién, cdc tdn thwong ting 1én vi m& rong, phét
trién thanh nhiu GGO ciing nhu tdn thwong déng dic xam nhip
& ca hai phdi. Trong giai doan bénh ning, ngudi ta thiy c6 thé
thiy c6 sw déng dic phdi 16n va hinh anh “phdi tring”, nhung
tran dich mang phdi rit hiém. Trong giai doan lui bénh, cic GGO
va viing phdi déng dic di dwoc hip thu hoan toan, v céc tén
thuwong bit diu chuyén thanh dang xo héa.
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Trong mot nghién ctru theo dai tién ctru phan tich 366 1an chup
CT ndi tiép & 90 bénh nhan bi viém phdi COVID-19, mirc d6 bét
thudng ctia phdi tién trién nhanh chéng va dat dén dinh diém tai
ngay bénh 6-11 (Wang 2020). Tén thwong chiém wu thé sau khi
khéi phét triéu chirng trong nghién ciru nay 13 tdn thuwong kinh
md GGO (45-62%). Khi viém phdi tién trién, cic khu vuc tén
thirong m& réng va phat trién thanh sy déng dic lan téa & ca hai
phéi trong vai ngly (Guan 2020).

Hau hét bénh nhan xuét vién du con tén thuong trén két qua
CT lan cudi ciing (Wang 2020). C4c nghién ciru vé6i thdi gian theo
d&i l4u hon 13 can thiét dé danh gi4 tdn thwong phdi lau dai hodc
vinh vidn bao gdm ca xo héa, nhu da thiy véi bénh SARS va
MERS. X0 phdi dugce du doan 1 yéu t8 chinh din dén suy giam
chitc ning phdi va suy giam chét lwong cudc sbng & nhirng
ngudi sbng sét va hdi phuc sau COVID-19. Cin nhidu nghién ctru
hon vé mdi twong quan cta céc phat hién trén CT v6i mic d6
nghiém trong va dién trién 1am sang, gi4 tri tién do4n ctia CT ban
dAu hoic nhirng thay déi m&i xuét hién véi ké cuc ciia bénh va di
chitng ciia tdn thuong phdi cip tinh do COVID-19 (Lee 2020).

Luu ¥, CT nguc khong dugc khuyén cdo & tit ca bénh nhan
COVID-19, diic biét & nhitng ngudi du khée dé dwoc didu tri tai
nha hoidc nhirng ngudi chi c6 thdi gian xut hién triéu chirng
ngin (<2 ngdy). Trong dich COVID-19, mdt s6 lwong 16n bénh
nhan bi nhiém bénh hoic nghi ngd nhiém bénh tran vao bénh
vién din t6i khéi lwgng cong viéc kiém tra ctia khoa chén do4n
hinh anh ting manh. Do du’dng lay truyén ctia SARS-CoV-2 13
qua cac giot bin va t1ep xtic gn, nén tranh chup CT khi khong
cn thiét. Téng quan vé phong ngira va kiém soat nhiém khuin
trong dich COVID-19 tai khoa chin do4n hinh anh dugc dua ra
bdi An va cdng su.
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Siéu am va PET

Mbt s6 chuyén gia cho ring siéu 4m phdi (Lung Ultrasound -
LUS) ¢6 thé hiru ich, vi né c6 thé cho phép thuc hién ddng thoi
thiam khdm 14m sing va chin do4n hinh anh phdi tai giwdng béi
cung mdt bac si (Buonsenso 2020, Soldati 2020). Nhitng lgi thé
tiém ning ciia LUS bao gdom tinh di dong, d4nh gi4 ngay tai
giudng, an toan va kha ning ldp lai trong qua trinh theo dai.
Kinh nghiém dic biét tir Y véi siéu 4m phdi nhu mét cong cu dau
tay d3 cai thién danh gid sy ton thwong ctia phdi, va ciing cé thé
1am giam viéc sit dung X-quang va CT ngwc. Mot hé théng tinh
diém theo viing va kidu siéu 4m da dwoc cong bd (Vetrugno
2020). Tuy nhién, vai trd chin do4n va tién lwong cia LUS trong
COVID-19 1 khéng chic chin.

Liéu c6 bét ky gia tri lam sing tiém ning ndo ciia céc ky thuat
hinh 4nh khic nhw PET/CT 18F-FDG dé chin dodn phan biét
trong cac trudng hop phirc tap vin chwra ré rang (Deng 2020, Qui
2020).
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6. Biéu hién lam sang
Christian Hoffmann

Bernd Sebastian Kamps

Sau thdi gian U trung binh khoang 5 ngay (khoang tir 2 dén 14
ngay), cac triéu chirng dién hinh bit diu xuit hién nhw ho khan
va sbt nhe (tir 38,1°C - 39°C hay 100.5 - 102.1°F) thudng kém theo
mét vi gi4dc va khitu gidc. Trong giai doan tién trién cta bénh,
bénh nhén c6 thé cam thiy khé thé va c6 thé phai thd may.

Két qua cin 1am sing cia cic bénh nhan nhiém COVID-19 cho
thdy c6 giam s lwgng bach cu lympho. & nhirng bénh nhan ti
vong, ndng d6 D-dimer, ferritin huyét thanh, lactate dehydro-
genase huyét thanh va IL-6 ting so v&i nhitng ngudi khéi bénh,
Két qua bénh tinh COVID-19 thwdng khé c6 thé du doan dugc,
dic biét 13 & bénh nhan 16n tudi va cé bénh ly di kém. Cic thé
1Am sang c6 thé xuét hién tir hoan toan khéng cé triéu ching
dén nhanh chéng chuyén ning. Phan 16n dit liéu 1am sang hién
tai vn dua vao kinh nghiém tir Trung Quéc (Bang 1 cung cAp
mdt c4i nhin tdng quat vé& nhirng nghién ctru quan trong nhat).
Vi sy 14y lan nhanh chéng cta dich bénh & chau Au va chau My,
chiing ta s& sém biét liéu nhirng kinh nghiém tir Trung Quéc cé
hitu ich trong tinh hinh dich bénh tai cdc nudc khac hay khéng.

Thoi gian t bénh

Mét phén tich téng hop gdm 181 trudng hop dugc chin doin
mic COVID-19 x4c dinh dwgc thdi diém phoi nhiém vi thdi diém
khéi phat triéu chirng, wéc tinh thoi gian 0 bénh trung vi la 5,1
ngdy vé6i do tin cly 95%, tir 4,5 dén 5,8 ngly (Lauer 2020). C4c tac
gia wdc tinh ring 97,5% ngudi mic bénh s& xudt hién triéu
chitng trong vong 11,5 ngly (8,2 dén 15,6 ngay). Trong khi dé,
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dwéi 2,5% ngudi nhiém bénh s& xuit hién céc triéu chl'rng trong
vong 2,2 ngay. Tuy nhién, nhitng udc tinh nay ngu y ring, theo
cé4c gia dinh wéc lwgng, 101 trén mdi 10.000 trudng hop s& xuét
hién cic triéu chirng sau 14 ngay theo déi hodc cach ly. M6t phan
tich khdc vé 158 trudng hop dugc xdc nhin bén ngoai Vii Han
wéc tinh thdi gian 0 bénh trung vi rat gidng nhau 13 5.0 ngay (d6
tin cAy 95%, 4,4 dén 5,6 ngay), véi pham vi tir 2 dén 14 ngay (Lin-
ton 2020). Trong mét phén tich chi tiét 36 trwdng hop lién quan
dén ba trudng hop nhidm bénh diu tién tai cac b dich & Singa-
pore, thdi gian 0 bénh trung binh 13 4 ngay v&i pham vi tir 1-11
ngay (Pung 2020). Tir nhitng nghién citu trén cho thiy ring thoi
gian U bénh trung binh khoang 4 - 6 ngay phu hgp véi cic chung
vi rit corona khic nhu SARS hodc MERS (Virlogeux 2016).

Luu §, thoi gian tir khi tiép xic dén khi khéi phét sy nhidm
tring (thdi gian tiém 4n) c6 thé ngén hon. C6 rit nhiéu nghi ngd
vé viéc vi rit SARS-CoV-2 c6 thé 1ay truyén vao cudi thoi ki o
bénh (Li 2020). Trong mot nghién cttu doc (Longitudinal study),
tai lwgng vi rit ting cao 2-3 ngdy trudc khi xuit hién triéu
chitng va dat dinh vio 0,7 ngdy trwéc khi xuét hién triéu chirng.
Céc tac gia trén Nature Medicine w§c tinh khoang 44% (KTC 95%,
tlr 25-69%) ciia tit ca cdc ca nhiém triing thir phét 13 do nhirng
bénh nhan nhiém khéng triéu chirng (He 2020).

Triéu chirng
sét, ho, khé thé

Phin 16n céc trudng hop (xem céc triéu ching & bang bén dudi)
nhim COVID-19 c6 biéu hién c4c triéu chirng l4m sang. Trong
nghién ciru 16n nhit dugc céng b cho dén nay (Guan 2020, xem
Bang 1 va 2), sbt 1 triéu chirng phd bién nhit dugc ghi nhan &
88,7% bénh nhan v&i nhiét d6 t6i da trung vi 13 38,3°C, chi c6
12,3% bénh nhan c6 nhiét d6 >39°C. Bénh nhan khéng sbt c6 vé
thudng gip hon so v6i nhiém céc vi rit corona khac nhur SARS
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hodc MERS; dit vdy, triéu chitng sét don doc c6 thé khéng du dé
phét hién cic trudng hop nhiém bénh trong viéc gidm st cong
ddng. Triéu chirng thudng gip thir 2 & cic bénh nhén nay 13 ho,
dwoc ghi nhin & khoang hai phin ba téng s6 bénh nhan.

Trong nghién cu tir Vi Han trén 191 bénh nhin nhip vién véi
COVID-19 niing (Zhou 2020), trong s6 nhirng ngudi séng sét, thdi
gian s6t trung binh 13 12 ngay (khoang tir 8-13 ngly) va ho kéo
dai 19 ngay (IQR la 12-23 ngay). Khé thd ciing ciing 1a mét triéu
chitng phé bién, dic biét 13 trong trudng hop ning (Bang 2). Pau
co, én lanh va dau dAu ciing c6 thé xay ra.

Trong mot phan tich téng hop (meta-analysis) vé COVID-19
trong cac bai bdo dwgc xuét ban tinh dén ngdy 23 théng 2, s6t
(88,7%), ho (57,6%) va khé thé (45,6%) 13 nhirng biéu hién 1am
sang phd bién nhit (Rodrigues - Morales 2020). Mot bai tdng
quan khéc ciing cho thiy céc triéu chirng nay chiém ty 1 1an
lwot 12 88,5%; 68,6% va 21,9% (Li 2020). Nhu d4 thé hién & Bang 1,
mét sb diém khéc biét giira bénh nhan ning va khéng ning la
kha ré rang. Trong nghién citu trén bénh nhan COVID-19 ning &
Vil Han, phan tich da bién cho thiy ti 1& nhip thé >24 1an/phdt
tai thoi diém nhép vién ctia nhém tir vong cao hon (63% so véi
16%). Mot nghién ctru khac cho thiy ty 18 khé thé va sét cao trén
39°C cao hon & céc bénh nhan 16n tubi so véi nhitng ngudi tré
(Lian 2020).

R4t nhiéu triéu chiing da dugc mé ta trong céc tuin vira qua cho
thdy COVID-19 13 mét bénh phitc tap khong don thudn chi biéu
hién nhiém triing & dwdng hé hip. CAc triéu chirng cé thé khong
dic hiéu va can chin dodn phan biét vi cac bénh nhiém tring,
bénh dwdng hé hip khéc, do d6 viéc thim khdm l4m sang k§
lwdng trén tirng bénh nhan 13 can thiét. C4c triéu dugc mb ta
bén duéi.
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Bang 1. Nhitng dac diém chinh cla bé&nh nhan cac nghién ctu Iam sang ndi
bat

Guan Wu Mizumoto Zhou
2020 2020 2020 2020
191
1.099 73.314 634 Vi Han
n . .
Trung Quoc  Trung Quoc Nhéat Ban (Trung
Quéc)
Tudi 47 56
NA 58
(trung vi) (IQR 35-58) (IQR 46-67)
Nhom tudi 15,1% 11,9% 75,1% NA
gia (> 65 tudi) (> 70 tudi) (> 60 tudi)
0,
15,7% 18.6%
(theo dinh 4na h
Bénhndng  nghia Viem (n.anng on NA NA
YA viém phoi
phoi cdng nhe)
doéng) ;
T& vong 1.4% (15)*  2,3% (1.023) 1,1% (7 **) 28,3%

* Thoi gian theo déi ngén, két qué didu tri chwa dwoc ghi nhan tai thoi diém
nghién ctru.
** Thoi gian theo doi dai

Nghién ctru clla Guan (N Engl J Med) la nghién ctru doan hé lam sang I&n
nhéat cho dén nay véi 1.099 bénh nhan dwoc ghi nhan twong dbi tét tir 552
bénh vién & 30 tinh cia Trung Quédc, dwoc nhap vién tir ngay 29 thang 1
(Guan 2020).

Nghién ctu thé hai (Wu 2020) 1a mét bao céo tir CDC Trung Quéc, tom tét
nhirng gi d& xay ra trong nhitng tuan dau tién.

Nghién ctu thtr ba mo td mot 6 dich trén tau Diamond Princess (Mizumoto
2020). Nghién ctru thir tw bao cao tr cac bénh nhan COVID-19 nang nhap
vién & Vi Han va da co két cuc xac dinh (Zhou 2020).
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Triéu chivng tai miii hong (bao gdm mit vi giac)
Mic dii c4c triéu chirng hé hip trén nhw chay nuwéc miii, nghet
miii, hit hoi va dau hong twong d6i it gip, cc nghién cttu gin
day da béo céo triéu chirng giam hoic mit khitu gidc c6 thé 1a
triéu chirng sém ciia bénh (Luers 2020, Gane 2020). Mét diéu thi
vi 14 c4c triéu ching tai miii hong dwdng nhw phd bién hon &
chiu Au so v6i chau A. Tuy nhién vin chwra cé bang chirng chirng
minh chiing that su khac biét hay don thuln 13 do céc s6 lidu tir
Trung Qudc khéng diy du. Pay 12 nhirng sb liéu chinh xac tir
Chau Au:

Trong s 417 bénh nhan COVID-19 nhe dén trung binh (tir 12
bénh vién Chau Au), 86% bénh nhan rdi loan chtrc ning khiru
gidc va 88% rdi loan chirc ning vi giac (Lechien 2020). Dai da s6 13
mét khiru gidc (khitu gidc bi giam chirc ning, rdi loan chirc ning
hoiic 40 gidc mui ciing d xay ra), ty 16 phuc hdi khitu gidc sém
khoang 44%. Nit gi6i bi anh hudng nhidu hon nam giéi. R6i loan
chitc nang khiru giac xuét hién truéc (12%), cing ldc (23%) hoic
sau (65%) su xudt hién ctia c4c triéu chirng khac. C4c triéu chitng
mét khitu gidc hodc rdi loan vi gi4c xut hién dot ngét nén dugc
coi la triéu chirng quan trong ciia COVID-19.

Ctm cdng véi mat khiru gidc 1a COVID-19”, Trong s6 263 bénh
nhan phét bénh vio thing 3 (tai mét trung tAm duy nhit & San
Diego) c6 triéu chirng giéng ciim, mit khitu gidc dwoc tim thiy &
68% bénh nhan COVID-19 (n = 59), so vdi chi 16% & bénh nhan 4am
tinh (n = 203). Suy giam khitu gidc va vi gidc cé lién quan doc 1ap
vi manh mé v&i bénh nhén dwong tinh (M4t vi gidc: ti s6 sb
chénh hiéu chinh 1a 11, KTC 95% tir 5 - 24). Ngugc lai, dau hong
c6 lién quan doc 1ap v&i két qua Am tinh (Yan 2020).

P £ X A..
Céac triéu chirng va van dé vé tim mach

Ngay cang c6 nhiéu bing chirng vé tic dong truc tiép va gidn
tiép ctia SARS-CoV-2 trén tim, dic biét & nhitng bénh nhin cé
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bénh tim tir trudc (Bonow 2020). SARS-CoV-2 cb kha nidng lay
nhidm trén té bao co tim, pericyte va nguyén bio soi thong qua
con dudng ACE2 din dén tén thwong co tim, nhung co ché bénh
sinh d6 vin chwa dwgc chirng minh (Hendren 2020). Gia thuyét
thtt hai dé giai thich tn thuwong co tim lién quan dén COVID-19
do du thira cytokine va/hoic co ché trung gian khéng thé. Trén
1am sang, COVID-19 c6 thé biéu hién héi chirng tim mach cAp
tinh (goi tit 13 “ACovCS”). Nhidu trudng hop ACovCS di dugc
m ta, khéng chi véi cc triéu chirng 1dng ngwe dién hinh ma con
c4c biéu hién tim mach rit da dang. Troponin 13 mét trong
nhitng chi s6 quan trong (xem bén dwéi). Trong mét bdo cdo
hang loat ca bénh, 18 bénh nhin COVID-19 c6 doan ST chénh Ién,
c6 su khéc biét vé biéu hién 14m sang, ty 16 bénh tim khéng thu-
yén tic cao, va c6 tién lwgng xiu. 6/9 bénh nhan dwgc phét hién
thuyén tic sau khi chup mach vanh. Piéu d4ng chii y 13 tat ca 18
bénh nhan D-dimer déu ting cao (Bangalore 2020).

& nhirng bénh nhin mic hdi chirng mach vanh dién hinh,
COVID-19 ciing nén dugc xem xét trong phin chin doén phan
biét ngay ca khong c6 sét hodc ho (Fried 2020, Inciardi 2020).

Triéu chirng tiéu héa

Trong céc nghién ciru ciia Trung Qudc, c4c triéu ching tiéu héa
it xuat hién. Trong mot phan tich gdp (meta-analysis) clia 60
nghién clru v4i 4.243 bénh nhin, ty 1€ gbp nhirng ngudi cé céc
triéu chirng tiéu héa la 18% (KTC 95%, 12% - 25%); ty 1& nay trong
c4c nghién citu & Trung Quéc thip hon cic nwéc khac. Trong sb
393 bénh nhan du tién lién tiép dwoc dua vio hai bénh vién &
thanh phé New York, tiéu chay (24%), budn nén va ndn (19%)
chiém ty 1& cao hon so vdi cic bdo céo tir Trung Qubc (Gidel
2020). RNA vi rit trong phin dwgc phét hién thwong xuyén hon
& nhitng ngudi bi tiéu chay (Cheung 2020). Ciing gidng nhu cac
triéu chirng tai miii hong, vAn chua ré liéu su khac biét nay chi
la do khoang cach dia ly hay do su khac biét trong cich bdo céo.
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Triéu chirng thin kinh

Su tAn cong vao hé than kinh d3 dugc chitng minh 13 mét dic
diém chung ctia vi rit corona & ngudi. Nhirng vi rit ndy cé thé
tAn cong hanh ndo théng qua cdc synapse tir phdi va dudng hé
hép. Lién quan dén SARS-CoV-2, ngodi cic triéu chirng sém xuit
hién & khiru gi4c (xem & trén) cAn danh gid thém céc triéu chirng
ctia hé than kinh trung wong. Bién ching thin kinh mudn tiém
4n & bénh nhan COVID-19 d khoi bénh c6 thé xay ra (Baig 2020).
Trong mdt nghién ctru hdi ciru, quan sat mot loat trudng hop
cho thiy 78/214 bénh nhan (36%) c6 cic biéu hién thin kinh, tir
céc triéu chirng dic hiéu (mt khiru gidc hodc vi gidc, bénh & co
va dot quy) dén céc triéu ching it dic hiéu hon (nhtc dAu, suy
giam y thitc, chéng mit hodc co giat). Nguoi ta chwa rd liéu cac
tridu chirng kém dic hiéu nay c6 phai 12 biéu hién ctia bénh hay
khéng (Mao 2020).

Céc triéu chirng than kinh xut hién phd bién hon & nhirng bénh
nhin bi COVID-19 ning. Trong mdt quan sat nhiéu ca gdm 58
bénh nhan, ARDS do nhiém SARS-CoV-2 c6 lién quan dén bénh ly
& nio, kich dong va 14 14n, va céc triéu chirng ctia bé vo-gai. Hién
tai vln chua ré nhirng biéu hién ndo trong sb nay 1a do tinh
trang nang cia bénh ly & nfo, do cic cytokine, hodc tac dong ctia
viéc sir dung hay ngung thudc, va nhitng biéu hién nio 13 dic
trung cua nhiém SARS-CoV-2 (Helms 2020).

Céc triéu chiyng, biéu hién khéac va khéng dién
hinh

Trong mét béo c4o loat ca bénh tai Trung Quéc, cé 12/38 bénh
nhan (chiém 32%, chi yéu 13 bénh nhan ning) xuit hién cic triéu
chitng & mit giéng viém két mac, bao gdm sung huyét két mac,
phit két mac, chay nw6c mit (sbng) hoic ting dich tiét. Hai bénh
nhin trong s6 ho c6 két qua PCR dwong tinh v6i COVID-19 tir
phét dich két mac (Wu 2020).
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Céc triéu chirng 14m sang mdi lién tuc dugc bdo cdo trong dai
dich. Cac bénh nhin nhiém bénh ma khéng cé triéu chirng ré
rét, dic biét 13 & ngudi cao tudi, cho thiy tAm quan trong ctia
viéc mé rong chi dinh xét nghiém trong bdi canh dai dich (Niken
2020).

Céc d4u hiéu nhidm tring khac nhw viém xung huyét hong, viém
amidan, phi dai cdc hach bach huyét hojc ph4t ban gin nhu
khong dugc ghi nhin. Céc triéu chirng cta bénh thudong khong
dic hiéu, do d6 cAn chdn dodn phén biét véi cic bénh nhidm
triing hoic bénh ly dwdng hé hip khac ma khéng thé phan biét
néu chi dua vao l4m sang.

I'é

Keét qua xét nghiém

Céc két qua xét nghiém chinh dwoc théng ké bai mét nghién ctru
doan hé 16n tir Trung Quéc (Guan 2020) thé hién trong Bang 2.
Théng ké cho thiy tai thdi diém nhap vién, c6 83,2% bénh nhan
giam s6 lwong bach cAu lympho, 36,2% giam tidu cAu va 33,7%
giam bach ciu. Trong hiu hét c4c bénh nhan, CRP ting vira phai;
ndng d6 alanine aminotransferase (ALT) v D-dimer ting trong
mét sb it cac trudng hop; hiu hét bénh nhén cé procalcitonin
binh thudng khi nhip vién.

Nhitng bénh nhan niing c6 cac chi sb xét nghiém bit thudng ré
rét hon nhitng ngudi chi mic bénh nhe (bao gdm giam s6 lugng
bach cAu lympho). S thay ddi vé c4c chi s6 xét nghiém nay ciing
d3 dugc ghi nhan trong mét nghién ctiru hdi ciru 16n & Vil Han
véi sy giam sb lwong té bao lympho va s6 lwong bach ciu &
nhitng bénh nhan tir vong. Nhitng bénh nhan nay ciing c6 ndng
d6 D-dimer, ferritin huyét thanh, high-sensitive troponin I ciia
tim, lactate dehydrogenase huyét thanh va IL-6 ting cao r rét so
véi nhirng ngudi séng sét (zhou 2020). Pic biét, chi sé D-dimer
dwdng nhu 6 gi tri tién lwgng. Trong nghién ciru & Vii Han, tit
ca cc bénh nhan séng sét déu c6 ndng d6 D-dimer thip trong
thdi gian ndm vién, trong khi & nhitng bénh nhan tir vong thi
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cé4c chi s6 ndy c6 xu hwéng ting cao vio ngly thit 10. Trong mét
phan tich da bién, D-dimer >1ug/mL dwgc cho 13 chi s6 duy nhét
lién quan dén tir vong tai bénh vién c6 y nghia théng ké, véi ty
s6 0dds 13 18,4 (2,6-129, p = 0,003). Tuy nhién, D-dimer ciing
dugc ghi nhian & nhitng bénh nhan tir vong do nhiém triing
huyét. Nhiéu ngudi trong s6 nay da chét vi nhiém tring huyét

trong nghién ciru & Vi Han.

Bang 2. Ty |é phan trdm cla céc triéu ching trong nghién ctru doan hé Ién
nhét cho dén nay (Guan 2020). Mrc d6 nghiém trong ctia bénh dwoc phan
loai theo Hwéng dan cia Hiép hoi ldng ngwe Hoa Ky (Metlay 2019).

Triéu chirng Iam sang Tatca Bénh ning Bénh nhe
Sét,% 88,7 91,9 88,1
Ho,% 67,8 70,5 67,3
Mét méi,% 38,1 39,9 37,8
bam,% 33,7 35,3 33,4
Kho the,% 18,7 37,6 15,1
Pau co hoac dau khép, % 14,9 17,3 14,5
Pau 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 mdii,% 4,8 3,5 5,1
Tiéu chay,% 3,8 5,8 3,5
Hinh anh hoc

Bat thwong trén X-quang,% 59,1 76,7 54,2
Bét thuwong trén CT,% 86,2 94,6 84,4
Két qua xét nghiém

WBC <4.000 m&i mm®,% 33,7 61,1 28,1
Té bao lympho <1.500 m&i mm® ,% 83,2 96,1 80,4
Tiéu cau <150.000 mb&i mm?>,% 36,2 57,7 31,6
CRP = 10 mg/L,% 60,7 81,5 56,4
Lactate dehydrogenase = 250

UIL.% 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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s8 lugng té bao lympho thip va LDH cao ciing ciing 13 mét yéu té
nguy cd (chura dugc x4c nhén) dé tién lwong dién tién ciia bénh
(Ji 2020). Giam sb lwgng tidu cAu phu thudc vio nhidu nguyén
nhan (Review: Xu 2020).

Ngoai sb lugng té bio lympho thip, LDH va D-dimer, mét phan
tich gdp (meta-analysis) 341 bénh nhan cho thy ndng d6 tropo-
nin I ctia tim chi ting d4ng ké trong bénh nhan bi COVID-19 ning
(Lippi 2020). V4n can xem xét liéu ndng d6 troponin c6 nén dugc
sir dung nhw mét yéu t8 tién luwgng trén bénh nhan nhidm Co-
VID-19 hay khéng. Mot bai téng quan chi tiét vé cich dién giai sy
gia ting ndng d6 Troponin & bénh nhin COVID-19 vira dwogc
cbng bb (Chapman 2020).

Trong mdt nghién ctru quan sat hdi ctru khac ciia 69 bénh nhan
bi COVID-19 niing, cho thiy giam ndng d6 interleukin-6 (IL-6)
lién quan chit ché dén hiéu qua diéu tri, trong khi sy gia ting
ctia IL-6 x4y ra khi bénh dién tién x4u. Cic téc gia két luan ring
su thay dbi ndng dd cta IL-6 c6 thé dugc sir dung vdi vai tro 13
mét chi diu (marker) trong viéc theo di diéu tri bénh nhan mic
COVID-19 ning (Liu 2020).

C6 mét vai dir liéu v& hau qua 1én hé mién dich tir hai nghién ctru
hdi cttu v& 21 va 44 bénh nhin mic COVID-19 4m tinh véi HIV,
cho thiy sb lwgng té bio CD4+ T- gidm ddng ké& & hiu hét bénh
nhén, nhit 13 & c4c bénh nhin ning thi sy suy gidm ndy cang rd
rét hon, tham chi it hon 200 té béo CD4+ T-/ul (Chen 2020, Quin
2020) Mbt nghién ctru 16n khéc vé SARS-CoV cho thiy glam bach
ciu kéo dai trwéc khi tré lai binh thu’o’ng sau nim tuin, vdi sb
lwgng té bao CD4+ T- trung binh thip nhit 13 317 té bao/pl (He
2005). Tuy nhién cho dén nay, ngudi ta vin chwa chiing minh
dwgc gia tri lAm sang cta nd.
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Chin doan hinh anh

Céc két qua chinh trén X-quang nguc va CT 13 hinh anh viém
phdi khéng dién hinh. C4c bat thudng CT chiém wu thé dién hinh
la hinh anh ddm m¢ dang kinh m¢ (ground-glass opacities) hai
thily nhung thudng phan bd & viing ngoai vi va déy phdi, ngoai
ra con c6 thé xuét hién déng dic phdi, hoic ca hai dic didm trén
(Pan 2020). Nhitrng phat hién trén Hinh anh hoc dwgc md ta chi
tiét hon trong chwong Chén doén.

Trudong hgp nhiem khéng triéu chirng

& nhirng bénh nhén nhiém khéng cé triéu chirng, didu quan
trong 13 phén biét nhitng ngwdi nhidm tring ma chwa xuit hién
triéu chiing va nhirng ngudi vin khong xuit hién bét ki triéu
chirng nao trong qué trinh nhiém bénh. Nhitng bénh nhin
nhidm vi rit mic di khéng cé bat ki triéu chiing gi nhung ho
van c6 kha ning truyén vi rit cho nguwdi khac (Bai 2020, Rothe
2020). Trong médt nghién ciru tir mién Bic nudc Y, tai lugng vi
rit trong miu phét dich mii giita nguwdi nhidm khéng triéu
chiing va ¢6 triéu chitng khéc nhau khéng déng k&, cho thiy
cting mot kha ning truyén vi rit (Cereda 2020). Trong mét 8 dich
biing phét tai mét co s& diéu tri dai han, 13/23 bénh nhan dugc
xét nghiém dwong tinh khéng cé triéu ching hodc chura xuét
hién triéu chirng tai thoi diém xét nghiém (Kimball 2020).

Trong liic céc bac si can d& y dén nhitng nguwdi nhidm khéng
triéu chirng, rat khé d& dénh gia dwoc ti 18 that sy ctia nhirng
ngudi khéng c6 bét ki triéu chirng ndo trong subt qua trinh
nhidm bénh. Dt lidu tt nhét c6 1& dén tir 3.600 ngudi trén tau
du lich Diamond Princess (Mizumoto 2020) di tr& thanh déi
twong nghién ciru khéng tw nguyén trong “mot nghién cliu
dwoc kiém soét t6t”, trong nghién ciru nay hanh khach va thay
thi doan tré thanh mét doan hé dong nhit vé diéu kién moi
trudng. Do diéu kién vé sinh dich t& khong dwogc dam bao di lam
cho >700 ngu&i bi nhiém bénh trong khi con tau bi cach ly & cang
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Yokohama, Nhit Ban. Sau khi xét nghiém mét cach cé hé théng,
da x4c nhan dugc 328 (51,7%) trong s6 634 hanh khach dAu tién
duong tinh vi COVID-19 ma khéng cé triéu chirng. Thoi gian 4
bénh trong khoang tir 5,5 dén 9,5 ngdy, céc tdc gia tinh ty 1é
nhiém khong triéu chirng thue sy & mitc 17,9% (Mizumoto 2020).
Tir tdng s6 565 cong dan Nhat Ban di tan khéi Vii Han, ty 1é
nhiém khéng triéu chiing dwogc wéc tinh 13 41,6% (Nishiura
2020). Trong mdt nghién ciru khéc vé 55 bénh nhan nhidm SARS-
CoV khéng triéu ching, cic bénh nhan phin 16n & d6 tudi trung
nién va c6 méi lién hé khin khit v&i cdc thanh vién khéc trong
gia dinh di nhiém bénh (Wang 2020). Trong mét nghién citu
sang loc tién hanh & Iceland, 44% bénh nhan dwong tinh véi
SARS-CoV-2 nhung khéng cé triéu chirng, tuy nhién mdt vai
ngudi trong s6 ho cé thé chura xuét hién triéu chirng (Gudbjarts-
son 2020).

T6m lai, nhitng nghién ciru so bd cho thiy ty 1& nhiém COVID-19
khéng triéu chirng chiém khoang 20-40% trong téng s6 ngudi
nhiém bénh. Nhurng ciing c6 thé 1a chiing ta di sai. Chi c6 nghién
cttu thue dia quy md 16n dwa trén xét nghiém huyét thanh méi
c6 thé cung cp dugc céc sb lidu chinh xéc.

Phin loai 1am sang

VAn chua c6 sw théng nhit vé cac tiéu chuln trong phan loai
bénh nhan nhiém COVID-19 trén 1dm sang. Mét nghién ciru lam
sang 16n cia Guan phin loai né thanh bénh ning va khong-
ning(Guan 2020), theo Hudng din chin dodn va diéu tri viém
phdi cong ddng & ngudi 16n, dwoc xudt ban béi Hiép hoi 1ong
nguc Hoa Ki va Hiép hdi bénh truyén nhiém Hoa Ki (Metlay
2019). Trong c4c dinh nghia dugc chip nhén, bénh dugc xem 13
ning khi c6 1 trong 2 tiéu chuin chinh hoic 3 tiéu chuin phu trg
1én. Tiéu chuin phu bao gdm nhip thd >30 1in/phdt, ty 1é
Pa02/FI02 <250, thAm nhidm nhidu tiéu thuy, 1a 14n/mét
phwong huéng, ting uré huyét, giam bach ciu, giam sé lwong

Kamps - Hoffmann


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

Biéu hién 1am sing | 143

tiéu cAu, ha than nhiét, ha huyét 4p cin hdi sirc tich cuc. Tiéu chi
chinh bao gdm sbc nhiém tring cin diing thubc vin mach hoic
suy hd hip cin th may.

Mbt s6 tac gia (Wang 2020) d sir dung bang phan loai gdm bén
mirc do:

1. Nhe: tridu chitng l4m sing nhe va khéng c6 d4u hiéu
viém phdi trén chin do4n hinh anh.

2. Trung binh: st va c4c triéu chirng h6 hip khic véi biéu
hién viém phdi trén chin doén hinh anh.

3. Ning: bat ky triéu chitng nio sau day: suy hé hip, thiéu
oxy mau (Sp02 < 93%), khi mau déng mach bét thudng:
Pa02 <60mmHg, PaCO2> 50mmHg.

4. Nguy kich: bat ky triéu chirng nio sau day: suy hé hép
can phai thé mdy, sbc, kém theo suy co quan cin theo
dai va diéu tri tai ICU.

Trong b4o c4o clia CDC Trung Quéc, c6 sw twong dong trong sir
dung céc tiéu chudn phan loai mtrc d6 ning ctia bénh (Wu 2020)
mic dit mt sb tac gia gop mirc d6 s 1 va 2. B4o cdo nay théng ké
dugc c6 81% trudng hgp nhe va trung binh, 14% trudong hop
ndng va 5% truong hgp nguy kich. Trong khi d6 cac bao céo so
bo tir Vién Y té qubc gia Y cho thiy 24,9% trudng hop ning va
5,0% trudng hgp nguy kich (Livingston 2020). Tuy nhién, cic con
s6 nay dugc cho 13 d4nh gi4 qué cao ganh niing bénh tat, so véi
s6 lwong rat it cic trudng hop dwoc chin dodn tai Y vao thdi
diém d6. Trong sb 7,483 nhén vién y té tai My nhidm COVID-19,
tdng cong 184 (2.1 - 4.9%) da phai nhap vio ICU. Ty 1é cao hon ré
rét & c4c nhén vién y té trén 65 tudi, dat 6.9-16.0% (CDC 2020).

Két qua

Chiing ta dang phai d8i mit vdi su gia ting nhanh chéng sb ca
ndng va tir vong trong dai dich nay. Hai ciu hoéi 14m sang khé
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nhit nhung ciing thudng gip nhit 13: 1. C6 bao nhiéu bénh nhan
s& trd ndng hodc thim chi t& vong do COVID-197 2. Ty 1€ chinh
xé4c ctia nhirng trudng hop nhiém bénh khéng cé triéu chirng la
bao nhiéu? Ching ta s& biét thém vé diéu ndy trong thdi gian
ngén sdp tdi théng qua céc nghién ctru xét nghiém huyét thanh
hoc. Tuy nhién, diéu quan trong 13 c4c nghién ciru ndy dugc
thiét ké va thuc hién cin than, dic biét 13 dé tranh cac yéu t6 sai
léch va giy nhiéu.

Ty 1€ tir vong ca bénh

Ty 1& tir vong ca bénh (CFR - Case Fatality Rate) hodc ty 1€ twr
vong do nhiém bénh (IFR - Infection F atality Rate) rat khé danh
gi4 trong ltic dai dich dang dién bién phitc tap. CFR ¢6 thé cao
hon mtrc thit do sé ca nhiém bénh khéng dwoc bao co dly du,
ciing nhw thdp hon mtc that do thdi gian quan s4t khong du dai
hoic két qua khong x4c dinh. Dich bénh c6 xu hwéng giam ciing
mét phin phan 4nh nhirng tién bo trong gidm sat dich t& hoc. Ti
1 tir vong do COVID-19 nhidu kha ning dugc wdc tinh cao hon
thuc té, ddc biét trong giai doan sém ctia dich khi c6 chiing ta
con chwra rd vé nhitng ca nhiém khéng triéu chirng, nhiém tring
dwéi 1am sang va cic yéu té gay sai léch, bao gdm ca cac ybu tb
gy sai léch trong viéc phat hién, lwa chon va bdo cdo (Niforatos
2020).

Chia s ngudi chét cho tdng s6 ca nhiém (ngay 14 thang 4,Y:
13,2%, Thuy Dién 10,6%, TAy Ban Nha 10,4%, Han Quéc 2,2%, Dirc
3,0%) 1a khong phu hgp.

Blic tranh toan canh ctia dai dich phtc tap hon nhiéu va nhirng
tinh todn don gian nay duong nhu khéng phan 4nh ty 1€ tir vong
thuc sw & mdi quéc gia néu khéng tinh dén ba yéu t6 khéc:

1. Chinh s4ch xét nghiém (va tiém luc xét nghiém) cia mdi
qudc gia. Pay 14 yéu té quan trong nhit. Cang it ngudi dwoc
xét nghiém (moi nguwdi din, chi nhitng ngudi cé triéu
chirng, chi nhirng ngudi cé triéu chirng nghiém trong) thi ty
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18 tir vong cang cao. Tai Dtic, hé théng xét nghiém va nhirng
phong xét nghiém cé ning luc cao da dwoc thiét 14p nhanh
chéng (Stafford 2020).

2. Tudi ctia d4n sb va dic biét 1a nhém dén sb bi anh huéng du
tién. Ching han, & Y, ngudi gia chiém ti 16 cao trong sb
nhirng ngwdi bi nhidm vi rdt trong tudn dau tién cta dich
bénh, so sdnh véi tai Pirc (noi nhidu ngudi bi 1y nhiém
SARS-CoV-2 khi di trugt tuyét hoic tai c4c 18 hi). Pang chd
¥ hon 13 néu nhirng dia didm c6 nguy co cao (nhu nha
dudng 130) bi anh huéng, céc sé ca tir vong & qudc gia d6 s&
ting déng ké. Vi du, mét & dich & Washington da khién 34
ngudi chét trong s6 101 bénh nhan & mét co s& cham séc dai
han (McMichael 2020) - bing véi sb ca tir vong trén toan
nudc Uc vio ngdy 4 théng 4, trong tdng s 5.635 trudng hop
nhiém COVID-19.

3. Giai doan dich. Mot s qudc gia da d6i mit vé6i dich bénh tir
sém, mét s6 khac mudn hon vai ngay hoic vii tudn. Trong
khi ty 1é tir vong chi phan 4nh ty 1& nhiém bénh trong 2-3
tudn trudc d6. Trong mdt nghién ciru hdi ciru uy tin tir Vi
Hén, thdi gian tir khi khéi phat bénh dén khi chét 12 18,5
ngay (IQR 15-22 ngay).

“Ty 16 tir vong” & médt s6 nudc dua trén nhirng s6 ngudi chét va

s6 xét nghiém dugc thuc hién dwoc thé hién trén Hinh 1. Pudng

cong phéan 4nh ning lyc sn sang va ning luc xét nghiém cia

mdi qubc gia. Vi du nhw & Thuy Pién, mot dat nwéc ban dau dwa

vao “mién dich cong ddng”, khac biét dang ké véi nhirng nuéc

xét nghiém hang loat ngay tir khi dich bénh bit dAu nhw birc.

Hoa Ky vin con & giai doan dAu, tai Han Qudc, dich bénh da dugc

ngin chin twong d6i nhanh chéng bing cc bién phép truy dau

nghiém ngit.
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Hinh 1. S& ca xét nghiém cho két qué dwong tinh (trong 1 triéu dan, duoc
thé hién bang du@ng nét dut) va so treéng hop tr vong (trong 1 triéu dan)
“Ty |& t& vong” dat 10% tai diém cac dwdng cong giao nhau. Diéu nay da xay
ra tai nhitng nwéc nhw Tay Ban nha, Y hodc Thuy Dién, nhung khé xay ra tai
cac nuwoc khac nhw Bie, Thuy St hay Ban Mach.

B4o cdo vin tit tir CDC Trung Qubc cho thiy ty 1é tir vong 13
2,3%, twong ng 1.023 trong sd 44.672 trudng hop dwgc xéc
nhin (Wu 2020). Ty 1é tir vong ting rd rét & nguwdi 16n tubi.
Trong nhém bénh nhéan tir 70 dén 79 tudi, CFR 12 8,0%, va & nhém
ngudi 80 tudi trd 1én c6 CFR 12 14,8%. CFR ciing ting & nhém mic
bénh tim mach (10,5%), bénh hé hép min tinh (6,3%), tang huyét
4p (6,0%) va ung thu (5,6%). Trong sb 1.716 nhan vién y té, 14,8%
s6 ca nhiém dugc phén loai 13 ning hoic nguy kich va 5 trudng
hgp tir vong d3 dwgc ghi nhan. Trong mét nghién ciru dugce clp
nhit sau d6, 23/3.387 nhan vién y té tai Trung Quéc di chét,
twong ng véi ty 18 tir vong 12 0.68%. PO tudi trung vi 13 55
(pham vi tir 29 t6i 72) va 11 trong s6 23 nhén vién y té tir vong 13
c4c nhén vién y té vé hvu dugc tuyén lai ¢é chéng dich (zhang
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2020). Nhitng nghién ctru hién tai tai My c6 ty 16 twong ddng, ty
18 tr vong wéc tinh 13 0,3 - 0,6% (CDC 2020). Cho dén gitra thing
4, d6i v6i 27 nhan vién y té da chét vi COVID-19, 6 18 ngudi trén
54 tudi. Ty 1é tir vong chung thip c6 1& 14 do nhan vién y té tré
hon va khée manh hon, nhung ho ciing d3 dugc xét nghiém sdm
hon va thudng xuyén hon. Tuy nhién, nhirng ty 1& ndy c6 thé
phan 4nh t8t hon ty 16 CFR thuc su.

Mdt phan tich chuyén sau 48.557 ca nhiém va 2.169 ca tir vong tir
tam dich Vi Han, cho thiy ty 1& thap hdn (Wu 2020). C4c tac gia
wdc tinh nguy co tir vong trong tong s6 ca nhidm c6 triéu ching
(SCFR, xé4c sudt tir vong sau khi xuit hién triéu chirng) chi 1a
1,4% (0,9 - 2,1%). So vGi nhitng ngudi & do tudi 30-59, nhirng
ngudi dudi 30 tudi va trén 59 tudi cé nguy cd tir vong twong rng
glp 0,6 (0,3-1,1) va 5,1 (4,2-6,1) lin, sau khi biéu hién céc triéu
chirng (Wu 2020). Cadc nhém nghién ctru khic di x4c nhin nhirng
ti 1& thip hon nay (Verity 2020).

Mbt an nira, dir liéu c6 gi4 tri nhat dwdng nhw dén tir tu Dia-
mond Princess. Tinh dén ngdy 17 théng 4, téng s6 ca nhidm lén
t6i 712, trong d6 13 bénh nhan da chét din dén CFR 12 1,8%. Tuy
nhién, ty 18 ndy c6 thé sé ting, vi it nhit 7 bénh nhan khéc dang
trong tinh trang nguy kich (Moriarty 2020). Néu tit ca ca nguy
kich ghi nh4n & 1An theo d&i cudi ciing (14/4) tir vong, thi con s6
CFR s& 1én dén 2,8%. Mit khac, khoang 75% bénh nhin trén tau
Diamond Princess 13 tir 60 tudi trd 1én, nhiéu ngudi trong sb ho &
6 tudi tdm mwoi. Chiéu ty 18 tir vong tai Diamond Princess theo
chu tric tudi caa dan sé chung, rd rang 13 ty 18 tir vong c6 thé
thap hon nhidu & cic nwéc c6 phd dan sé rong hon. Ty 18 tir vong
c6 thé trong khoang 0,2 - 0,4%.

Ty 1& tir vong trong nhém cic nhén vién y té dwoc theo doi tét
ciing twong déi gin véi cac ty 1& nay (CDC 2020, Zhang 2020). Mot
14n nita, chiing ta s& c6 thém hiéu biét tir cac 6 dich gi6i han, anh
hudéng dén dan s6 ddng nhét, ching han nhu tiu du lich va tau
san bay. Hai nghién ctru 16n theo kiéu “thuc dia ngiu nhién
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khéng tu nguyén” dang dién ra: hon 600 thily thi bi nhiém bénh
trén tiu sin bay My Theodore Roosevelt (mét binh si da chét) va
hon 1.000 bénh nhin COVID-19 trén tau sin bay Phdp Charles de
Gaulle. Nhitng quin thé nay c6 1& con tré, khée manh va twong
ddng nhiéu hon véi dan sb chung,

Yéu t6 nguy co bénh ning

Tir khi dich b3t dAu, tudi cao di dwoc x4c dinh 13 yéu t6 nguy co
quan trong d6i véi mirc d6 nghiém trong ctia bénh (Huang 2020,
Guan 2020). Tai Vii Han, c6 mdt sy phu thudc ddng ké va r3 rang
ctia tudi v&i nhiém tring c6 triéu chirng (min cam) va nguy co
tir vong, gap nhiéu 1an trong mdi trudng hop (Wu 2020). Theo
Vién Y té Quéc gia Y, mot phan tich vé 2.003 ca tir vong dAu tién,
tudi trung vi 12 80,5 tudi (IQR 74,3-85,9). Chi c6 17 (0,8%) ca tir 49
tudi tré xuéng va 87,7% trén 70 tudi (Livingston 2020). Gan day,
mét nghién cttu quan trong khéc d3 nhin manh d6 ning cta
COVID- 19 & ngudi 16n tudi (McMichael 2020). Trong mét vu dich
dwgc bdo cdo & Quan King, Washington, tdng cong c6 167 ca
nhiém d3 dugc ghi nhén, trong d6 ¢6 101 bénh nhén (tudi trung
vi 83 tudi) tai mot co s& chim séc dai han, 50 nhan vién y té (tudi
trung vi 43 tudi) vi 16 ngudi viéng thim. Ty 1é tir vong trong
nhém bénh nhén 14 33,7% (34 trén 101) va 0% trong nhém nhan
vién y té.

Bén canh tudi, mot s yéu té nguy co khic da dwoc danh gia
trong dai dich ndy. Theo nghién ctru lam sing 1én nhit cho dén
nay, mot s6 bénh nén nhu ting huyét 4p dwoc x4c dinh 13 yéu té
nguy cd chinh ctia d6 ning ctia bénh va tr vong (Bang 3).

Nhirng nghién ctru khac chi ra ring ty 1& tir vong ting & bénh
nhan c6 bénh nén nhu ting huyét 4p hodc bénh dai thdo dwong.
Tuy nhién, trong phan tich da bién cta cic bénh nhén nhip vién
do COVID-19 mtic d6 ning, khong cé bénh Iy nén ndo lién quan
dang ké dén tién lwgng bénh (Zhou 2020).
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Bang 3: Tudi va bénh nén, tap chi NEJM (Guan 2020)

.. COVID-19 mtrc

T4t ca COVID_TQ mikc 60 do nhe - trung
nang binh
Tudi > 65 15.1 27.0 12.9
Tudi < 50 56.0 417 58.7
Chua tirng hut thubc 85.4 77.9 86.9
Tién s hit thude 14.5 221 131
COPD, % 1.1 3.5 0.6
bai thao dwong, % 7.4 16.2 5.7
Tang huyét ap, % 15.0 23.7 13.4
Bénh mach vanh, % 25 5.8 1.8
Bénh ly mach mau nao, % 1.4 2.3 1.2
Viém gan B, % 21 0.6 24
Ung thw, % 0.9 1.7 0.8
Bénh than man, % 0.7 1.7 0.5
Suy giam mién dich, % 0.2 0 0.2

Trong mdt nghién ctru doan hé hdi ciru khéc trén 487 bénh nhan
COVID-19 tai tinh Chiét Giang, Trung Quéc v&i dit liéu lam sang
chi tiét, cac trudng hop ning thudng 16n tudi hon va thudng 13
nam gidi. Cac trudng hop ning cé ty 18 ting huyét 4p, dai théo
duong, bénh tim mach va bénh ly 4c tinh cao hon. Ngoai ra,
nhém ndy ciing it tiép xtic v&i khu vure dich bénh nhung lai ¢6 s6
thanh vién trong gia dinh bi nhiém bénh nhiéu hon. Trong mot
phén tich da bién, bén canh tudi cao, gidi tinh nam (OR 3,68, 95%
CI 1,75-7,75, p = 0,001) va c6 ting huyét 4p (OR 2,71, 95% CI 1,32-
5,59, p = 0,007) la lién quan ddc 14p véi mirc dd bénh khi nhap
vién, bit chip hiéu chinh thoi gian dén lic nhap vién (Shi 2020).
Trong sb 1.590 bénh nh4n nhap vién tir Trung Quéc dai luc, sau
khi hiéu chinh theo tudi va tinh trang hit thudc, COPD (ti s rai
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ro Hazard Ratio 2,7, 95%CI 1,4-5,0), d4i thdo dudng (HR 1,6, 95%
CI 1,03-2,5), ting huyét 4p (HR 1,6, 95% CI 1,1-2,3) va bénh Iy 4c
tinh (HR 3,5, 95% CI 1,6-7,7) 13 c4c yéu t8 nguy co ciia bénh dién
tién ning (phai nhap ICU, thé mdy hodc tir vong) (Quan 2020).
Trong s6 393 bénh nhan dAu tién lién tiép dwgc dwa vao hai bénh
vién & thanh phd New York, bénh nhan béo phi ¢ nhiéu kha
nang phai thd mdy (Gidel 2020).

Nhu d3 trinh bay & bang 3, ty 16 ngudi dang hit thubc cao hon
mdt chit & nhitng bénh nhin mic bénh ning. Mét phan tich gop
(meta-analysis) 5 nghién ciru bao gdm 1.399 bénh nhan chi cho
thiy c6 mét xu huéng nhung khong cé6 méi lién hé dang ké nao
gitra hiit thudc chu déng va mic do ning ciia COVID-19 (Lippi
2020). Tuy nhién, cac tic gia khdc d3 nhin manh ring dir lidu
hién tai khéng cho phép dwa ra két luan chic chin vé& méi lién
quan ctia mirc d6 nghiém trong ctia COVID-19 v§i tinh trang hut
thubc (Berlin 2020).

Cho dén nay chwa cé thang diém d4nh gi4 nguy co ndo déng tin
ciy. Thang diém CURB-65 dugc siv dung trong viém phdi mic
phai tai cong ddng dwdng nhu khéng ¢ nhiéu y nghia. Trong
mét nghién civu trén 208 bénh nhan, mét thang diém méi da
dwoc phét trién dé dy doan didn tién bénh. Thang diém dua trén
tudi, bénh nén, sé lwgng té bao lympho va LDH va dudng nhu
hoat déng kha tét, nhung vin cin dwoc x4c nhén béi céc nghién
cttu 16n hon (Ji 2020). Diéu ndy ciing 4p dung cho cac thang diém
khéc, d6i khi ching con phitc tap hon (Gong 2020).

Cin nhiéu nghién ctru hon vé cc anh hudng x4u ctia bénh nén,
dic biét 13 lién quan dén hé théng renin-angiotensin- aldostero-
ne (RAAS). Ting huyét 4p, bénh tim mach va déi thdo dudng cé
chung co ché bénh sinh lién quan dén RAAS va c6 thé c6 nhidu
théng tin hitu ich vé 14m sang. Cu thé, hoat déng ctia enzyme
chuyén doi angiotensin 2 (ACE2 - Angiotensin-Converting enzy-
me 2) bi mat didu hoa (tdng) trong bénh tim mach (Hanff 2020).
Vi si x4m nhép vio té bao clia SARS-CoV-2 phu thudc vio ACE2
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(Hoffmann 2020), ndng d6 ACE2 ting c6 thé 1am ting doc luc ctia
SARS-CoV-2 & phdi va tim.

Trong nghién cttu 16n nhét t&i nay trén 1.099 bénh nhan véi Co-
VID-19, ting huyét 4p c6 lién quan tdi gia ting nguy co (42% so
vGi 13%) mic d6 ning ciia bénh (Guan 2020). Tuy nhién, cac
thubc diéu tri bénh nén khong dwoc ghi lai & nghién civu nay,
mét s hiép hdi y khoa va bai danh gid dwa ra 15i khuyén khéng
nén ngirng thudc trc ché men chuyén angiotensin (Angiotensin
converting enzyme inhibitor - ACEI) (Bavishi 2020, ESH 2020,
Vaduganathan 2020).

Hon nita, su lién két ctia SARS-CoV-2 v&i ACE2 dwdng nhu din
dén sy mit cin bing trong hé thong RAS (RAAS). C4c nghién cttu
trén dong vat da chi ra ring sy mt can bing niy thim chi c6 thé
bi anh huéng theo huéng c6 lgi béi céc chit tc ché men chuyén
Angiotensin (ACEI) hodc thudc tc ché thu thé angiotensin II
(ARB) trong qué trinh viém phdi (Gurwitz 2020, Sun 2020). Tinh
hop 1y sinh hoc ctia cac téc dung c6 lgi ciia thudc trc ché RAAS
rat hip din va mot s§ thir nghiém l4m sang ding losartan &
bénh nhan mic COVID-19 hién dang dugc 1én ké hoach.

Gan day, thir nghiém 1am sing dAu tién d3 chi ra ring khéng cé
tac dung c6 hai ctia thudc e ché RAAS trong diéu tri COVID-19.
42 trong s6 417 bénh nhan nhip vién tai Bénh vién Thim Quyén
dang diéu tri thubc ha huyét 4p, nhirng bénh nhan ding céc
thubc niy c6 ty 1& bénh ning thip hon so v6i nhirng ngudi
khéng mic bénh (5/17 so véi 12/11) déng thoi néng d6 IL-6
trong mau ngoai vi cé xu hudng thdp hon (Meng 2020). Trong
mét nghién cttu khic, bénh nhan sir dung chit tc ché men
chuyén angiotensin (ACEI) ciing khdng ting nguy co mic bénh
giai doan ngng (Wang 2020).

Khuynh hwéng di truyén

COVID-19 biéu hién 14m sang hét sitc da dang, tir hoan toan
khong c6 triéu chirng dén tir vong nhanh chéng. Trong mét so
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trudng hgp, né anh huéng dén nhirng ngudi tré tudi va khoe
manh, dy 13 nhém ma d6 ning ctia bénh khéng phai do tubi tac
hay bat ky bénh nén nio tac dong - chi cin nghi dén béc si Trung
Quéc Ly Vin Lugng (Li Wenliang), ngudi da chét & tudi 34 vi CO-
VID-19 (xem chuwrong Dong thdi gian). Cho dén nay, chi méi cé
nhitng gia dinh. Liéu ring c6 khuynh hwéng di truyén trong céc
trudng hop bénh ning hay khéng? Mot s8 bdo cdo so b cho
rang ding 13 6. Vi du, mdt bao cdo tir Iran mé ta ba anh em tir
54 dén 66 tudi, tit ca da nhanh chéng tir vong vi COVID-19 sau
chwa ddy hai tudn mic bénh. Ca ba trudc day déu khoe manh va
khéng cé bénh 1y nén (Yousefzadegan 2020).

Thém vio d6, ngoai khuynh hwéng di truyén, cic Iy do kha di
khac cho bénh dién tién ning cin dwoc xem xét: lidu lwong phoi
nhim vi rit (cé thé cao dbi vé6i Ly Vin Lugng?), con dudng ma
vi rit xAm nhép vao co thé, cudi cling ciing 13 doc luc cia mam
bénh va kha ning mién dich c6 thé (mét phin) tir cic bénh do vi
rit trudc d6. TAt ca didu niy sé cAn dwoc nghién ciru trong
nhirng thang tdi.

Qué tai hé théng chim séc y té

Ty 1é tir vong ciing c6 thé cao hon trong tinh huéng c4c bénh
vién khéng thé chim séc dic biét cho tit ca céc bénh nhén cin,
dic biét 12 hd trg may thé. Ty 18 tir vong do d6 ciing sé tuong
quan véi ganh ning chim séc y té. Dir liéu so bd cho thiy su
chénh léch r3 rang v2 ty 1é tir vong giita Vii Han (> 3%), c4c viing
khac nhau ctia HO Béc (trung binh khoang 2,9%) véGi cac tinh
khac ctia Trung Qudc (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 nhiém & viing tAm dich, din dén sy
thiéu hut c4c ngudn lwc chim séc y té, do d6 anh huéng tidu cuc
dén két qua didu tri cia bénh nhan & H) Bic, trong khi diéu nay
van chua x4y ra & nhirng tinh khac ctia Trung Quéc (Ji 2020). Mot
nghién ctru khéc wéc tinh nguy co tir vong & Vii Han 1én t&i 12%
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tai tAm dich va khoang 1% & cac khu vuc bi anh hudng nhe khic
(Mizumoto 2020).

Con 4c mdng thiéu hut ngudn lyc ciing dang dién ra & mién Bic
nudc Y. Tai quéc gia ndy, vio ngdy 15 thang 3, 1in dau tién s6
ngudi chét d3 virot qué sb ngudi nhap vién vio cac don vi chim
séc dic biét - mot dau hidu rd rang cho mot hé théng chim séc y
té sup db. Céc quéc gia hoic khu vuc khac s& sém phai d6i mit
vGi tinh trang twong tu.

Sw t4i nhiém, tai hoat vi rit

C6 nhiéu béo cdo vé cic bénh nhan duong tinh trd lai sau khi da
c6 két qua PCR 4m tinh (Lan 2020, Xiao 2020, Yuan 2020). Nhitng
bdo céo ndy da nhan dwgc rat nhiéu sy chi ¥, b&i vi né c6 thé chi
ra dwgc sy tai kich hoat ctia vi rit hoic tdi nhiém vi rat. Tuy
nhién, sau khi kiém tra chit ché hon céc béo cdo nay, khong cé
bing chiing thuyét phuc cho viéc tai kich hoat hoic téi nhidm vi
rit, ma nhiéu kha ning 13 vi c4c 1y do khéc. Céc van dé vé
phwong phdp lam PCR ludn phai dugc xem xét; két qua cé thé
dao déng dang ké (Li 2020). Thu thap hoic luu trir miu khong
dly du chi 13 hai vi du trong nhiéu vin dé cia PCR. Ngay ca khi
moi thir dwoc thuc hién mot cach chinh xéc, ¢6 thé du doén ring
PCR 6 thé dao dong giita duwong tinh va 4m tinh tai thoi diém
c4c chi sb thip va tai lwgng vi rit gidm manh & giai doan cudi
cta bénh (Wélfel 2020). N6 ciing phu thudc vao xét nghiém duwgc
sir dung, nguwdng phat hién 13 tir vai trim dén vai nghin ban sao
vi rit/mL (Wang 2020).

Nghién citu 16n nhit cho dén nay cho thiy tdng céng 25 (14,5%)
trong s6 172 bénh nhin COVID-19 d3 xuit vién cé xét nghiém
dwong tinh tai nha sau hai 1dn két qua PCR 4m tinh tai bénh vién
(Yuan 2020). Tinh trung binh, thdi gian gitra 1dn xét nghiém 4m
tinh cudi ciing va 1an xét nghiém dwong tinh dau tién 13 7,3 (d6
1&ch chuén 3,9) ngay. Khong c6 su khac biét dbi véi nhirng bénh
nhan vin 4m tinh. Diéu nay va khoang thdi gian ngin cho thiy
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ring & nhitng bénh nhan nay, khé cé kha ning vi rat tai kich
hoat.

Téi kich hoat ciing nhu sém bi nhiém lai s& rit bat thudng, dic
biét 13 d6i vdi vi rit Corona. Néu thuc hién rat nhidu xét nghiém,
ban sé& tim thiy mét s6 bénh nhén dwong tinh tré lai sau khi PCR
4m tinh 2 13n va da hdi phuc vé 14m sang. Hién twong nay c6 thé
d3 bi d& cao qua mirc. Hau hét bénh nhan déu khée lai; hon nita,
chwa r6 liéu xét nghiém PCR duong tinh tré lai c6 ddng nghia
v&i kha ning 1y nhiém hay khéng.

Quan diém cta tac gia

Trong nhitng thang t6i, cic nghién ciru huyét thanh hoc s& cho
ta thiy mét birc tranh rd rang hon vé s6 lwong chinh x4c bénh
nhan nhiém khéng triéu chirng va cé triéu chirng khong dlen
hinh. Quan trong hon, ching ta pha1 tim hiéu thém vé c4c yéu tb
nguy co dbi véi bénh ning, dé didu chinh cac chién lwoc dv
phong. Tudi cao khéng phai 13 yéu té nguy co duy nhit. Gan day,
mét bénh nhan COVID-19 106 tudi da hdi phuc hoan toin & Anh.
Co ché chinh xéc cich ma bénh nén(va céc thudc dang sir dung)
gép phin l1am ting nguy co dién tién bénh ning nhu thé nio
phai dwoc 1am rd. Nghién ctru di truyén va mién dich phai lam rd
dwoc tinh nhay cam va khuynh hwéng di truyén cho ca bénh
ndng va bénh nhe. Ai thuc sy ¢é nguy co, con ai thi khéng? Chi
cach ly ngudi gia 13 qua dé dang.
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7. Diéu tri

Christian Hoffmann

sb lwgng nguwdi nhidm SARS-CoV-2 dang gia ting nhanh chéng.
C6 khoang 5-10% tdng s ca nhidm 13 céc trudng hop ning, nguy
hiém dén tinh mang, do d6 rét can dé c6 thudc diéu tri dic hiéu.
Tinh dén thdi diém hién tai, chua c6 loai thudc nao dwoc ching
minh c6 hiéu qua trong diéu tri COVID-19. Trong dai dich ny,
chiing ta c6 rét it thoi gian dé phét trién mét loai thuc méi va
dic hiéu; vac xin ciing con kh4 lau méi hoan thién. Vi viy, cac
thu6c khang vi rit hodc didu hoa mién dich vé6i hd so sir dung an
toan sé 13 con dwdng ngin nhit dé tim ra loai thudc hiru hiéu
trong cudc chién COVID-19. C4c hoat chit d3 dwoc thir nghiém
véi cdc chi dinh khac dang dugc wu tién, dic biét 1a cic hoat chét
d3 cho thdy hiéu qué véi cac chiing beta-vi riit corona nhu SARS
va MERS.

Nhiéu thuéc dugc xem xét dua trén cic mé hinh dong vat, dong
té bao hoic tham chi cidc mé hinh tim so4t dva trén dién toan.
Trong khi mot vai hudng tiép can it nhét c6 bing ching goi ¥ ich
lgi vé 1am sang, mét s6 hwéng khac van chi don thuin 13 dv
doén. M6t cai nhin so lwgc tai ClinicalTrials.gov ¢6 thé minh hoa
nhirng nd luc to 16n dang dugc thye hién: ngdy 18 thing 4, nén
tang nay liét ké 657 thir nghiém lam sang, trong d6 284 nghién
cttu dang thu tuyén bénh nhén, trong s nay 121 nghién ctru la
céc thir nghiém 1am sang c6 kiém soét tai Pha III (d4nh gid ngly
4 thang 4).

C6 nhidu hudng tiép can khéc nhau trong viéc didu tri COVID-19:
c4c hoat chit khéng vi rit tc ché hé théng enzyme, trc ché sy
xAm nhép clia SARS-CoV-2 vao té bao va cudi cliing, cdc chit didu
hoa mién dich dwgc cho 13 1am gidm con bio cytokine va tdn
thuwong phdi & céc ca bénh ning. Luu ¥ hién tai chua c6 thubc
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nao dwogc chip thun 13 didu tri tiéu chun caa COVID-19. Trong
mét huéng din tam thdi vio ngly 13 théng 3, WHO tuyén bd
“hién tai chua cé bing chirng d khuyén céo bat ki diéu tri bing
thubc khang COVID-19 nio” vi viéc sir dung céc phwong phap
diéu tri thir nghiém “nén dugc thuc hién trong khuén khd
nghién citu thir nghiém 14m sang ngiu nhién, duwgc xét duyét
dAy du tir hoi ddng dao dirc” (WHO 2020).

Tuy nhién, thyc hién viéc thuc hién thir nghiém 14m sang sé gap
nhidu thich thirc trong mét cudc khung hoang y té céng cong
nhu hién tai (Rome 2020). Do d6, chuwong niy chi ¢6 thé h3 trg
trong qud trinh dua ra quyét dinh 14m sing. C4c thudc s& dwoc
thao luin theo nhu danh sach bén duéi:

1. e ché sy tdng hop RNA cua vi rit

RdRp Inhibitors Remdesivir, Favipiravir
(va Ribavirin, Sofosbuvir)

Protease Inhibitors Lopinavir/r (va Darunavir)

2. Wc ché sw xam nhap cua vi rat

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

Oseltamivir, Baricitinib
3. Thuéc diéu hoa mién dich va cac liéu phap mién dich khac
Corticosteroids
Céc liéu phap nhdm dén IL-6 Tocilizumab, Siltuximab

Mién dich thu dong Huyét twong ttr ngwoi khéi bénh
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» 7 2
Uc che tong hgp RNA vi rat

SARS-CoV-2 13 mét beta-vi riit corona chudi don RNA. Céc dich
tac dung tiém niing 13 mét sé protein phi-ciu triic nhu protease,
RNA-dependent RNA polymerase (RdRp) va helicase, cling nhw
céc protein phu trg. Vi rit corona khéng sit dung men phién ma
ngwoc (reverse transcriptase). V& mit di truyén, SARS-CoV va
SARS-CoV-2 chi tuwong ddng khoang 82%. Tuy nhién, sy twong
déng di truyén cao & mot trong cic enzyme quan trong - RNA-
dependent RNA polymerase (RdRp) 1én dén 96% (Morse 2020),
gdi y céc hoat chit hiéu qua trén SARS ciing c6 thé mang lai hiéu
qua cho COVID-19.

Uc ché RdRp

Remdesivir

Remdesivir (RDV) 13 mot chét-twong-tw-nucleotide va 13 tién
chit ctia mét nucleoside adenosine C, nucleoside nay gin két véi
chudi RNA méi dugc téng hop ciia vi rit din dén viéc két thiic
sém qué trinh tdng hop vi rit. Theo WHO, Remdesivir dugc
danh gi4 12 (ng ctr vién séng gi4 nhét cho diéu tri COVID-19. C4c
thir nghiém in vitro (trong éng nghiém) da cho thiy hoat tinh
chéng vi rit corona phd rong bing cach trc ché RdRp trén té bao
biéu mé dwdng hd hép, tham chi & ndng d6 dwéi ngudng 1 uM
(Sheahan 2017). Kha ning rc ché RdRp ndy ciing hiéu qué trén
SARS-CoV-2 (Wang 2020). Hoat chét ndy rit gibng véi Tenofovir
alafenamide, mot chit-twong-tu-nucleotide sir dung trong didu
tri HIV. Remdesivir ban diu dugc phat trién béi Gilead Sciences
dé didu tri vi rit Ebola nhung bi bé d& giira chirng sau khi mét
thir nghiém l4m sang 16n cho két qua d4ang thit vong (Mulangu
2019). Dit liéu thi nghiém trén chudt cho thiy hiéu qua didu tri
va dy phong MERS tét hon so vdi sy két hgp ciia Lopina-
vir/ritonavir (xem bén duéi) va interferon beta. Remdesivir cai
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thién chtrc ning phdi, 1am giam ndng d6 vi rdt ciing nhuu tdn
thuwong phdi (Sheahan 2020). Sy d& khdng Remdesivir & SARS
dwoc tao ra khi nudi cdy té bao, nhung khé dé lwa chon va c6 vé
nhu 1am giam hoat ddng va doc lwc cha vi rat (Agostini 2018).
Diéu twong ty ciing dugce tim thiy & vi rdt MERS (Cockrell 2016).
Céc md hinh déng vat goi y lidu Remdesivir truyén tinh mach 10
mg/kg mét ngly c6 thé du cho viéc didu tri, vin chwa c6 dir liéu
duwgc déng hoc trén ngudi. Gilead hién tai “dang trong qua
trinh” m& rong chuong trinh tiép cin dén thubc tai chau Au
(xem tai gilead.com). Tai My, chuwong trinh nay da di vao hoat
dong.

Dit liéu ldm sang: Tinh an toan d3 dwgc chirng minh qua thi
nghiém lam sang Ebola. Remdisivir hién dang dwgc thir nghiém
trong nhidu Thir nghiém l4m sang ngiu nhién Pha III trén hon
1.000 bénh nhén COVID-19 tir nhe dén niing. Cic nghién ctru nay
dang thu tuyén bénh nhan & Trung Quéc va nhiéu nurdc chau Au,
dwoc ki vong sé& két thic vao cudi thang 4 nim 2020. Remdesivir
14 mét trong bén lwa chon diéu tri dang dugc diing trong Thir
nghiém 14m sang SOLIDARITY ciia WHO (xem bang bén duéi).
Trong nghién ciru Pha III trén bénh nhan COVID-19, mét liéu
khéi dAu 200 mg dugc ding & ngdy 1, twong tu nhu trong
nghién ctru Ebola, theo sau 12 100 mg mdi ngay cho 9 ngay tiép
theo.

C6 mot vai béo céo ca bénh nhé trén dbi twong bénh nhan nguy
kich, cho thdy cai thién 1Am sing nhanh chéng sau khi truyén
tinh mach Remdesivir (Holshue 2020, Hillaker 2020). Vao ngay 10
théng 4, tap chi New England Journal of Medicine céng bé dir
liéu v& 53 bénh nhan dAu tién dugc didu tri véi Remdesivir trong
10 ngdy theo dang “ctru trg khin cip” (Grein 2020). Két qua niy
d3 thu hut sy chd y ctia truyén théng khi téc gia cho thiy mét cai
nhin lac quan vé Remdesivir. Mic di dit liéu vi vi rit khong cé
sin, téc gia két ludn c6 sy “cai thién vé 1am sang trong 68%”
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(36/53) va mét ti 18 tir vong thip “ddng chi y” 13 13%, c6 vé nhu
thap hon trong céc thir nghiém 14m sang Lopinavir/r (Cao 2020).
Téc gia ciing nhin manh d6 ning cia cdc bénh nhén trong
nghién ciru, nhiéu ngudi cin phai thé may - nhidu hon trong
thir nghiém 1dm sing Lopinavir/r. Tuy nhién, vi nhidu ly do
chiing t6i cam thy béo c4o niy 13 mét cau chuyén canh gi4c khi
khoa hoc tr& nén voi vi. Khi vin con thiéu dir lidu vé vi rit va
két cuc nghién ciru, bdo cdo chua hoan chinh niy c6 thé tao ra
nhitng mong dgi sai 1dm. Théng tin chi tiét, vui 1ong xem tai
www.CovidReference.com/remdesivir .

Favipiravir

Favipiravir 13 mét thudc khéng vi rit phd rong khac, ¢6 téc dung
trc ché RdRp va d3 dugce chip thuan cho didu tri cim A,B & Nhat
Ban vi c4c nuwdc khéc (Shiraki 2020). Favipiravir dwgc chuyén
héa thanh dang hoat déng bén trong té bao va dugc nhan dién
nhu 13 mot chét nén béi men polymerase RNA cua vi rit, hoat
d6ng nhu mét chudi két thiic va do d6 trc ché hoat dong cia men
polymerase RNA (Delang 2018). Trong mot nghién ctu in vitro,
hoat chét nay khéng thé hién hoat tinh manh d6i v6i mot miu
SARS-CoV-2 dwgc cb 1ap tir miu bénh phim 1am sang (Wang
2020). Tuy vay, ngdy 14 thing 2, mét thong cdo béo chi cho thiy
két qua dy hira hen dwoc cong b tai ThAm Quyén (PR Favipira-
vir 2020). Mic dit khéng cé di liéu khoa hoc tinh dén ngay nay,
Favipiravir d3 dwgc cAp phép 5 nim & Trung Qubc dudi tén
thuong mai Favilavir® (& chau Au: Avigan®). Mot lidu tai 2.400 mg
hai 1dn mét ngdy duwgc khuyén cdo, theo sau 13 lidu duy tri tir
1.200 - 1.800 mg mdt 1dn mdi ngdy. Céc twong téc thudc tiém
tang (DDIs - Drug-Drug Interactions) phai dwgc cAn nhic. Vi
thubc ban dau dwgc chuyén héa tai gan cha yéu qua Aldehyde
Oxidase (AO), cic chét trc ché A0 manh nhu cimetidine, amlodi-
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pine, hodc amitriptyline cé thé giy ra céc twong téc thubc. (bai
tdng quan: Du 2020).

D liéu 14m sang: Két qué so bd (thong céo béo chi) cho thiy két
qué dang khich 1€ trén 340 bénh nhan COVID-19 dugc bao cdo tir
Vil Han va Tham Quyén. Khi ding Favipiravir, bénh nhan sét it
ngay hon (2,5 so véi 4,2 ngay), thanh thai vi rit nhanh hon (4 so
vGi 11 ngay) va cai thién trén hinh anh hoc (Bryner 2020). Thi
nghiém 1am sang ngiu nhién, nhin m& dau tién duge cong bd
ngay 26 thing 3 (Chen 2020). Thir nghiém l4m sang nay dugc
thuc hién tai 3 bénh vién tai Trung Quc, so sanh Arbidol va Fa-
vipiravir trén 236 bénh nhan viém phdi COVID-19. Két cuc chinh
1 ti 1& hdi phuc 14m sang sau 7 ngy (hdi phuc vé triéu chirng
st, nhip thd, d6 bio hoa oxy va gidm ho). Trén cdc bénh nhan
COVID-19 “théng thudng” (khdng phai cic bénh nhin nguy
kich), ti 1& hdi phuc 14 56% d8i véi Arbidol (n=111) va 71% (n=98)
déi véi Favipiravir (p=0.02), thuéc dugc dung nap tét, chi mot s6
it trudng hop c6 ting ndng db acid uric huyét thanh. Tuy nhién,
vin chua r6 lidu két qua ndi bit ndy cé déng tin hay khong.
Trong toan bd dén s6 nghién ciru, khong cé su khac biét rd rét.
Nhiéu ca khéng duwgc xdc nhéin chin dodn qua PCR. Ngodi ra
ciing ¢6 sy mit c4n bing gitta cdc nhém nho bénh nhan “théng
thuong”.

Céc thudc e ché RdRp khac

Mbt s6 hoat chit trc ché RdRp da dwoc dé cap. Ribavirin 13 mét
chit twong ty guanosine va trc ché sy tdng hop RNA da dugc
ding nhidu ndm trong diéu tri viém gan C va ciing dwoc xem 13
c6 kha ning trc ché RdRp (Elfiky 2020). Trong SARS va MERS,
Ribavirin hdu hét dwoc két hop véi Lopinavir/ritonavir hodc
interferon; tuy nhién, hiéu qua 14m sang chua dugc ghi nhin
(Arabi 2017). Ribavirin hién 13 thudc sin c6. Viéc str dung thubc
nay con han ché do céc tic dung phu cAn dugc xem xét, diic biét
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13 thiéu méu. Sofosbuvir 13 mét chit trc ché polymerase ciing
dwoc ding nhe mét tic nhan tc dong truc tiép trong didu tri
viém gan C. Thudc thudng dugc dung nap rat tét. Cic nghién
cttu md hinh cho théy Sofosbuvir ciing c6 thé trc ché RdRp bing
c4ch canh tranh véi cic nucleotide sinh Iy tai bé mit hoat dong
ctia RdRp (Elfiky 2020). Sofosbuvir c6 thé két hop véi cac thube
trc ché protease trong viém gan C khac. Trong nhém nay, su két
hop véi thubc khang vi rit Ledipasvir hodic Velpatasvir cé thé
dic biét hap din vi chiing c6 thé trc ché ca RdRp va protease ciia
SARS-CoV-2 (Chen 2020). C4c nghién ciru dang dugc chuin bi
nhung chua dugc ddng ki chinh thire (d4nh gid ngay 17 thang 4).

Chit e ché Protease

Lopinavir

M6t vai chét tc ché protease HIV (PI) nhu Lopinavir va Daruna-
vir dwgc xem 1a 6 thé e ché protease 3-chymotrypsin-like ciia
vi riit corona. Ca hai déu dugc diing bing dudng udng. é dat
dwoc ndng d6 trong huyét twong phit hop, ca hai chat e ché
protease nay phai dwoc ting cudng bing mot chit e ché pro-
tease HIV khéc tén la Ritonavir (thudng dwgc chi dinh 1a “/r”:
Lopinavir/r va Darunavir/r). Bbi v6i Lopinavir/r, c6 it nhit hai
nghién ctru bénh-chitng trén bénh SARS (Chan 2003, Chu 2004)
va mdt nghién ciu du phong trén bénh MERS (Park 2019) di cho
thiy loi ich, nhung cic bing ching con kh4 nghéo nan. Mot
nghién ciru nhé (substudy) cho thiy ndng d6 vi rit SARS-CoV ¢
vé giam nhanh hon & nhém dung Lopinavir so vdi nhém khéng
ding (Chu 2004). Tuy nhién, tit ca cic nghién ciru dé nhé va
khéng phan nhém ngiu nhién. Vi vy vin chua rd, lidu tit ca yéu
t6 tién lugng c6 phan bé dong déu hay khéng. Véi tat ca cac
thubc trc ché protease HIV (HIV PIs), cAn phai luén luén canh
gidc trwdc cac twong tic thubc. Ritonavir 13 téc nhan lam ting
hiéu qua (pharmacoenhancer) manh. Vi du, Tacrolimus phai
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dwoc giam lidu xubng 10-100 lin dé duy tri ndng d6 trong giGi
han diéu tri. Trong mot bdo céo ca bénh, moét phu nit da dugc
ghép than dwoc diéu tri v&i Lopinavir/r cho COVID-19 trong khi
ding du lidu Tacrolimus. Ndng d6 Tacrolimus ting vot va vin
con vugt ngudng diéu tri 9 ngy sau khi ngwng diing ca Lopina-
vir/r va Tacrolimus (Bartiromo 2020).

Di¥ liéu 1am sang: Lopinavir/r dwoc siv dung trén nhidu bénh
nhin & Trung Quéc & giai doan dau cia dich bénh (Chen 2020).
Mbt si giam rd rét ciing dwgc tim thdy & cdc ca bénh COVID-19
don 1é dwoc didu tri véi Lopinavir/r (Lim 2020, Liu 2020, Wang
2020). Tuy nhién, trong mdt nghién cru nhé & Singapore, Lopi-
navir/r khdng mang lai hiéu qua trén viéc thai trir SARS-CoV-19
& phét miii (Young 2020). Thém vio d6, mét thir nghiém lam
sang nhian m& trén 199 ngudi 16n nhip vién vi COVID-19 ndng
khéng tim thiy bt ki lgi ich vé& 1am sang nio ciia Lopinavir/r so
véi chim séc tiéu chuidn (Cao 2020) & bénh nhin dugc dung
thubc 10 d&én 17 ngdy sau khi khéi phét triéu chirng. Ti 1é bénh
nhan phat hién RNA vi rit tai nhiéu thdi diém khéc nhau khéng
khéc biét, ggi y khong cé hiéu qua ré rét nao trén kha ning phat
t4n vi rit. Miic dit con thiéu dir liéu vé dwoc dong hoc, c6 vé nhu
ndng d6 lopinavir-khong-gin-két-protein dat dwoc bing lidu
diéu tri HIV hién tai qué thip d& tc ché sy nhan 1én caa vi rit.
VAn cin phai xem xét thém liéu ndng d6 nay ¢ du dé didu tri
(sém) céc ca bénh nhe hodc dung nhu 1a dy phong sau phoi
nhidm. Mot nghién cttu doan hé hdi ctru gdm 280 ca bénh dugc
diing sém Lopinavir/r va/hoic Ribavirin cho thiy mét vai lgi ich
(Wu 2020). Lopinavir/r sé dwgc dung trong thir nghiém ldm sang
SOLIDARITY ctia WHO.

Darunavir

A A A A \ . . ~ 7
Vé phan thudc &c ché protease HIV con lai, Darunavir, ciing c6
vai théng cdo bao chi vé hiéu qua khing vi rat trén té bao nubi
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cly (PR 2020). Trong nhidm HIV, Darunavir hiéu qua hon Lopi-
navir dn dén phoéng doan vé hiéu qua ctia thudc trén COVID-19.
Tuy nhién, nha san xuét Janssen-Cilag cong b mot 14 thu guri TS
chitc Y khoa chau Au (European Medical Agency) ngly 13 thang
3, chi ra “dwa trén dir lidu so bo, chura cong bd tir mét béo céo thi
nghiém in vitro, cé vé nhu Darunavir sé khong cé hiéu qua dang
k& d6i v&i SARS-CoV-2 khi duge diing véi lidu dwgc chap thuin
cho diéu tri HIV-1". Thi nghiém in-vitro cho thy khéng c6 hiéu
qué khéng vi rit d6i véi mot mAu vi rat phan 1ap tir 1am sang &
ndng d6 thudc thudng ding trong 1am sang (EC50 > 100 uM).

Dit liéu 1Am sang: Khéng cé. Tuy nhién, chiing ti d3 thdy it nhat
4 bénh nhan HIV mic COVID-19 khi dang str dung Darunavir. Dt
vdy mot nghién cttu 16n (CQ4COV19) v4i 3.040 bénh nhin duwgc
bt dAu ngay 18 thang 3 tai TAy Ban Nha cho Darunavir va vin
dang tiép dién (danh gi4 ngdy 14 thing 4). Bénh nhan véi tridu
chitng nhe dwoc didu tri v6i Darunavir/Ritonavir va Chloroquine
ngay lap tirc sau khi xét nghiém dwong tinh v4i SARS-CoV-2.

Céc chét trc ché Protease khac

Hi vong v&i céc dic tinh dugc déng hoc vé cAu tric protease
chinh ctia SARS-CoV-2 dwoc cong bd gin day s& gitip thiét ké mot
chét rc ché protease t6i wu (Zhang 2020). Viéc sang loc trén mo
hinh @& x4c dinh cac loai thubc méi téc dong lén cac dich protea-
se déng vai trd then chét trong viéc trung gian sao chép va dich
mi, d3 x4c dinh dwoc nhidu hoat chét tiém ning. S4u hoat chét
trc ché M(pro) véi gid tri IC50 trong khoang tir 0,67 dén 21,4
muM, trong sb d6 ¢6 hai thudc da dwoc sir dung 13 disulfiram va
carmofur (mdt chit-twong-ty pyrimidine dwoc sir dung nhu mot
chit chéng ung thw) (Jin 2020).
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Uc ché s xAm nhap ctia vi rit

Hau hét céc vi rit corona gin két vé6i thu thé té bao bing protein
gai (Spike protein - S protein). Chi trong vai tudn, nhiéu nhém
nghién ctru d ly giai co ché xAm nhap vio té bio ciia SARS-CoV-
2 (Hoffmann 2020, Zhou 2020). Twong tw nhu SARS-CoV, SARS-
Cov-2 st dung men chuyén angiotensin 2 (Angiotensin-
converting enzyme 2 - ACE2) nhu mét thy thé chinh, day la mot
protein bé mit c6 & nhidu co quan va & té bao biéu md phé nang
AT2 & phbi. Ai lyc véi thu thé ACE2 ciia SARS-CoV-2 ¢ vé nhu
cao hon so véi céc vi rit corona khéc. Gia thuyét céc chét trc ché
thu thé ACE khién COVID-19 niing hon do viéc ting biéu hién cia
thu thé ACE2 vin chuwa dwgc chitng minh (xem chwong Lim
sang).

Camostat

Bén canh viéc gin két vio thu thd ACE2, sy 1am mdi hodc phan
tach clia protein gai ciing rat can thiét cho viéc xAm nhap cia vi
rit, cho phép sy hda ming giira vi rit va mang té bio. SARS-
CoV-2 sit dung protese té bao Transmembrane protease serine 2
(TMPRSS2). Céc hoat chét rc ché protease nay vi thé cé thé trc
ché sw xdm nhap cta vi rit (Kawase 2012). Chét rc ché TMPRSS2
Camostat, dwgc Nhat Ban chip thuin cho diéu tri Viém tuy man
(tén thwong mai: Foipan®), cé thé ngin chin sy x4m nhép cta
SARS-CoV-2 (Hoffmann 2020).

Dit liéu 1am sang: dang dugc thu thip. Mdt nghién ciru pha 11
dang dugc thyc hién tai Pan Mach. Mot nghién ctru khéc (thw
nghiém l4m sang CLOCC) dwoc 1én ké hoach thuc hién vio théng
6 tai Dirc, so sanh giita camostat va hydroxychloroquine.
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Umifenovir

Umifenovir (Arbidol®) 1a mét thudc khéng vi rdt phd réng dwoc
chip thuan nhu 13 mét thudc tre ché viéc hoa mang té bio & Nga
va Trung Qudc, dwoc sit dung trong du phong va diéu tri cim.
Huéng din didu tri cia Trung Qubc khuyén céo diing Arbidol®
cho COVID-19, theo nhu céc théng cdo bdo chi clia Trung Quéc,
thudc c6 kha ning trc ché sy nhan 1én ctia SARS-CoV-2 & ndng dd
thap 10-30 uM (PR 2020).

Dit liéu 14m sing: Trong mot nghién ctru hdi cttu, khong dbi
chtrng c& miu nhé & cic bénh nhan COVID-19 mitc d6 nhe va
trung binh, 16 bénh nhan dugc diu tri véi 200mg Umifenovir
ubng 3 lan/ngay va Lopinavir dwgc so sanh vé6i 17 bénh nhan da
dugc dung Lopinavir don tri liéu dugc 5-21 ngay (Deng 2020). Tai
ngdy 7 ( va ngdy 14), trong nhém phdi hop hai thudc, phét mii
hong 4m tinh v&i SARS-CoV-2 trong 75% sb mAu (94% & ngdy 14),
so v8i 35% (va 53%) & nhém Lopinavir don tri liéu. Cai thién trén
hinh anh chup CT 14n lugt 12 69% so v6i 29%. Két qua tuong tu
ciing dugc bdo cdo & mdt phén tich hdi ciru khac (Zhu 2020). Tuy
nhién, chwa cé mot 10i giai thich rd rang cho lgi ich to 16n nay.
C6 mdt bdo cdo so bd clia mot thir nghiém 14m sing cho thiy
hiéu qua cta Umifenovir thip hon so véi Favipiravir (Chen
2020).

Hydroxychloroquine (HCQ) va Chloroquine(CQ)

Chloroquine dugc diing trong viéc di phong va diéu tri st rét,
c6 hiéu qua (nhung khéng dugc cAp phép) nhur mét chit khing
viém diing trong viém khép dang thip va lupus ban d6. Hiéu qua
khéng vi rit réng tiém ning ctia CQ nhd vao viéc 1am ting pH ndi
bao, pha v& s hda mang cta vi rit. Su glycosyl héa thu thé té
bao clia SARS-CoV ciing bi anh huéng (Savarino 2003, Vincent
2005, Yan 2013). Trong nhidm SARS-CoV-2. Chloroquine c6 thé
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tre ché cdc qud trinh sau xAm nhap cua vi rit (Wang 2020). Bén
canh kha ning khéng vi rit, tic dung khang viém c6 thé hiru ich
trong viém phdi do COVID-19. Mot ddng thuén ciia Trung Québc
ngdy 12 thang 3 khuyén cdo diing chloroquine cho ca bénh nhan
viém phdi nhe va ning (EC 2020). Hydroxychloroquine c6 thé
hiéu qua hon Chloroquine (Yao 2020); thubc da duoc chép thudn
cho diéu tri sbt rét va mot s6 bénh ty midn va ciing dugc dung
nap t8t hon. Theo nhu céc dit lidu in vitro (trong éng nghiém),
hydroxychloroquine dugc khuyén cdo véi lidu tai 400 mg hai 1an
mdt ngdy, theo sau 12 lidu duy tri 200 mg hai 1an mét ngay (Yao
2020).

Mbt tdng quan nhé tuyén bé “dit lidu tir hon 100 bénh nhan” cho
thdy chloroquine phosphate c6 thé 1am gidm triéu ching va rut
ngin thdi gian bénh (Gao 2020). Hién tai, van chua cé cac dit liéu
1am sang chudn muc, do d6 mét s6 chuyén gia da dwa ra quan
ngai cta ho (Touret 2020). Mot lgi ich cta Chloroquine sé 1a tin
hiéu tich cuc dau tién, sau nhiéu thp ki v hang trim nghién
cttu d3 thét bai dbi v&i céc bénh nhiém vi rit cAp tinh khac. Mot
s6 chuyén gia ciing tranh ludn ring CQ/HCQ c6 thé khéng chi
khéng mang lai lgi ich ma tham chi con c¢6 hai, nhu trong nhiém
vi rit Chikungunya - diéu c6 thé giai thich qua viéc 1am chim
dép (rng mién dich thich nghi (Guastalegname 2020). C4c nghién
ctru trén té bio va dong vit, hiéu quéa ctia CQ/HCQ trén cdc vi rit
khac nhu vi rit cim gia cAm, Epstein-Barr, hay Zika con nhiéu
khéc biét (Ferner 2020). Than trong khi siv dung HCQ, ¢6 thé kéo
dai khoang QTc > 500 mili-gidy va nhiéu bénh khic nhu nhugc
co, dong kinh ... Viéc sir dung rong rii cic thudc ndy sé khién
nhiéu bénh nhén cé nguy co mic phai cic tic dung cé hai hiém
gip nhung nguy hiém, bao gdm céc phan irng bit lgi trén da, suy
gan tbi cAp, va rdi loan nhip thét (d3c biét 1a khi dugc ding kém
Azithromycin).
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Dir liéu 1dm sang: Ngay 17 thing 3, mdt bdo cdo so bd tir Mar-
seille Phép (Gautret 2020) cho théy mdt sb loi ich ctia HCQ trong
mdt nghién ctru v&i 36 bénh nhan. Bénh nhén tir chdi didu tri
ho3c ¢6 cac tiéu chuan loai trir, dugc xem nhu 13 nhém chirng.
Tai ngly 6, 70% bénh nhan khéi bénh vé mit vi rat hoc (100%
néu diing kém Azithromycin), dwgc dénh gid qua phét miii hong,
50 v6i 13% & nhém ching. Sau khi thdm dinh lai dit liéu, nhiéu
vAn dé vé phwong phép nghién ciru da khién nhiéu ngudi nghi
ngd vé tinh x4c thuc caa dit liéu. R6 rang 13 thiéu cic tiéu chudn
can thiét dé thu thap va dién giai dir liéu (Kim 2020). Tuy nhién,
mbt ké khoe khoang di tweet ring sw phdi hop ciia HCQ va Azi-
thromycin ¢6 “co hdi ré rét tré thanh moét yéu t8 16n nhét lam
thay ddi cudc choi trong lich str y khoa” (ngly 21 thang 3), di
thu hdt sw chd ¥ cta ca thé gidi. Ngdy 31 théng 3, mot bai téng
quan chi tiét v& nguy co ctia HCQ dugc céng bd, cho thiy viéc
ding tai qua mic cac di liéu ki vong c6 thé giy ra nhiéu tac hai
(Yazdany 2020). Mt thir nghiém 14m sang nhé tir Trung Qudc
trén 30 bénh nhan thit bai trong viéc chitng minh bat ki lgi ich
vé 1am sang hay vi rit hoc ndo (Chen 2020). Tuy nhién, hydro-
xychloroquine hién dang dwoc nghién ctu trong nhidu thi
nghiém 1am sing, bao gom ca thir nghiém l4m siang SOLIDARITY
ctia TS chirc Y té thé gigi WHO. C4c thir nghiém 1am sang hién tai
dang str dung liéu khéc nhau. Trong mét nghién cttu vé dugc
d6ng hoc trén 13 bénh nhan COVID-19 tinh trang nguy kich, mét
liéu trinh didu tri 200 mg ba lan mdi ngay 13 chwa phit hop dé dat
dwoc ndng d6 thudc trong mau nhw mong mudn 13 1-2 mg/L. Tac
gia dé nghi lidu 800 mg mot 1in vao ngly 1, theo sau 1a 200 mg
hai 14n m&i ngdy cho 7 ngly con lai (Perinel 2020). Tuy vy, van
cin thém nhiéu nghién ctru sdu hon vé dugce dong hoc.
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Cac thudc khac

Baricitinib (Olumiant®) 13 mot chit &c ché Janus-associated
kinase (JAK) dwoc chip thuin cho diéu tri viém khép dang thip.
Str dung thuét to4n sang loc thudc dua trén mé hinh, Baricitinib
dwoc xdc dinh 13 mét hoat chét c6 thé e ché qué trinh xam
nhip té bio qua trung gian ACE2 (Stebbing 2020). Giéng nhw céc
chét trc ché JAK khac nhu Fedratinib hoic Ruxolitinib, tc ché cac
tin hiéu din truyén ciing c6 thé 1am giam sy gia ting ndng do
cytokine, mdt didu thudng thiy & bénh nhan COVID-19. C6 mot
vai biing chiing cho thy Baricitinib ¢6 thé 13 tic nhan ph hop
ctia nhém nay (Richardson 2020). Cic chuyén gia khac 14p luan
ring thubc nay s& khéng phai 1a mét lua chon 1y tudng vi barici-
tinib gay giam s6 lugng té bao lympho trong mau, giam s lwgng
bach cAu va téi hoat vi rat (Praveen 2020). Tuy nhién, nhiéu
nghién ctru dang dwoc tién hanh & Y va My.

Oseltamivir (Tamiflu®) 13 mot chit e ché men neuraminidase
dwoc chip thuin cho viée didu tri va dw phong ctm (influenza) &
nhiéu quéc gia. Giéng nhu Lopinavir, Oseltamivir di dugc sir
dung réng rai trong dot bung phéat dich bénh & Trung Quéc
(Guan 2020). Viéc str dung thubc sém ngay tir khi khai phét triéu
chirng c6 thé déng vai quan trong. Oseltamivir dwoc chi dinh khi
6 nhiém ddng thai vi rit ciim (influenza), diéu khé thudng thiy
& bénh nhan MERS, chiém khoang 30% (Bleibtreu 2018). Hién tai
chwa c6 dir liéu tin cdy cho COVID-19. Hiéu qué truc tiép cia
Oseltamivir trén bénh nhén viém phdi COVID-19-khéng-nhiém-
ctim vAn con 13 mét cu héi 16n. SARS-CoV-2 khéng cin d¢én men
neuraminidases d& xAm nhép céc té bao dich.
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Céc chét diéu hdoa mién dich va cac liéu phap
mién dich khéc

Trong khi cdc thudc khéng vi rit thudng dugc ding d phong
ngira cc ca COVID-19 nhe tién trién thanh ning, c4c chién lwoc
diéu tri hd trg sé hét sic cn thiét cho cic bénh nhan ning.
Nhidm vi rit corona cé thé gy ra phan tng mién dich ki chii qu4
mtrc v kém hiéu qua, didu ndy c6 lién quan dén tdn thwong phdi
nghiém trong (Channappanavar 2017). Tuwong tuw nhu SARS va
MERS, mét sé bénh nhan COVID-19 bi Hdi chirng suy hé hip cAp
tién trién (Acute Respiratory Distress Syndrome - ARDS), thudng
c6 lién quan dén con bdo cytokine (Mehta 2020). Piéu nay dic
trung bdi sw gia ndng d6 huyét twong cia cac interleukins, che-
mokines va protein viém.

Nhiéu liéu phép didu tri chuyén biét cho ki chii hwéng dén viéc
gi6i han ton thuwong gay ra bdi viéc mat kiém soat cic phan tng
theo huéng viém cua cytokine va chemokine (Zumla 2020). Cac
chét e ché mién dich, trc ché interleukin-1 nhw Anakinra hoic
trc ché JAK-2 ciing 13 c4c la chon kha di (Mehta 2020). C4c liéu
phép ndy cé tiém ning téc dung hiép dong khi két hop véi cac
thu6c khéng vi rit. Nhiéu loai thudc sin c6 trén thi trudng da
dwoc d cap, bao gdm cac thubc 1am giam cholesterol, thudc didu
tri tiéu dwdng, viem khép, dong kinh va ung thu ciing nhuw mét
vai loai khang sinh. Cac thudc nay dugc cho 13 6 thé didu hoa su
tw thue bio, cai thién cic co ché min dich va san xuit cac pep-
tide c6 tinh khéang vi sinh vat. Tuy nhién cac dir liéu lam sang
van dang dwgc thim dinh.

Corticosteroids

Corticosteroids thudng dugc dung, dic biét 1a & cic ca bénh
ning. Trong nghién ciru doan hé khéng kiém soat 16n nhét cho
dén hién tai, trong s6 1.099 bénh nhan COVID-19 ¢6 19% dugc
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diéu tri vdi corticosteroids, trong s cic ca bénh ning cé dén gin
mot nira dwge dung corticosteroids (Guan 2020). Tuy nhién, theo
nhu huéng din didu tri hién tai cia WHO, steroids khéng durgc
khuyén céo ding thudng quy ngoai trir trong cic thir nghiém
1am sang.

Mbt tong quan hé théng gdm nhiéu nghién cttu quan sit bénh
SARS (Stockman 2006) khéng cho thiy loi ich ctia steroids va
kém theo d6 13 nhiéu tic dung phu (hoai tir vé mach, rdi loan
tam thin, tidu dudng). Tuy nhién, viéc sir dung corticosteroids &
bénh nhin COVID-19 vén 13 vin d& con dang ban cii (Russell
2020, Shang 2020). Trong mot nghién ciru hdi ciru 401 bénh nhan
SARS, két qua cho thiy liéu thip steroids giam ti 18 tir vong va cé
thé rat ngin thoi gian ndm vién cho cdc bénh nhén nguy kich,
ma khéng giy ra nhidm triing tht phat va/hodc bién ching khac
(Chen 2006).

Trong mdt nghién ctru hdi ciru khéc bao gdm tdng céng 201 bénh
nhin COVID-19, methylprednisolone giam ti 1é t&r vong & bénh
nhan ARDS (Wu 2020). Ngugc lai, cé6 bang chirng manh mé cho
thdy viéc 1am cham thai trir vi rit (Ling 2020), didu ciing da duogc
quan sat & bénh SARS (Stockman 2006). Trong mét tuyén bd
ddng thuan cia Hiép hdi Long ngwc Trung Qubc ngiy 8 thang 2,
corticosteroids nén dwoc ding hét sirc than trong, sau khi da can
nhic ki ludng, véi lidu thip (s 0.5-1 mg/kg methylprednisolone
hodc tuwong duwong, mot ngay) va quan trong 1a thdi gian ding
cang ngin cang tbt (< 7 ngdy) (zhao 2020).

Tocilizumab

Tocilizumab 13 mét khang thé don dong nhim dén thy thé Inter-
leukin-6. Tocilizumab (RoActemra® hodc Actemra®) duwgc dung
diéu tri viém khép dang thip va ¢ d6 an toan cao. Khong phai
nghi ngd v& viéc Tocilizumab nén dugc danh cho nhirng bénh
nhan niing da that bai vdi c4c liéu phap didu tri khac. Tuy nhién,
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mét sb béo cdo ca bénh di goi ¥ céc thubc chiin thy thé Interleu-
kin-6 dwgc diing cho bénh nhan cé bénh tu mién kém theo thim
chi c6 thé ngin nglra dién tién ndng ctia COVID-19 (Mihai 2020).
Dir liéu 1am sang: C6 mot vai bdo cdo ca bénh nhé. Ba bénh
nhan céi thién nhanh chéng cac triéu chirng hé hip, hét st va
giam CRP sau khi dwgc dung Tocilizumab (Di Giambenedetto
2020). Mot nghién cttu hdi ciru, khong kiém so4t di dwoc ding
(tuy chwa dugc binh duyét), cho thiy két qua déng khich 16 &
91% trong tng s6 21 bénh COVID-19 niing vi c6 ting ndng d6 IL-
6, duwgc dénh gi4 béi s cai thién vé chic ning hé hip, giam sot
nhanh chéng va dugc xut vién (Xu 2020). Lidu ban diu nén
ding tir 4-8 mg/kg, véi lidu khuyén cdo 13 400 mg (truyén tinh
mach trong hon 1 gi®). Cdc thir nghiém l4m sing c6 kiém soét
dang dugc thue hién, song song véi thubc Sarilumab (Kevzara®)
- mbt chét di van thu thé Interleukin-6 khac.

Siltuximab

siltuximab (Sylvant®) 1a mét thudc chin Interleukin-6 khac. Tuy
nhién, khing thé don dong téng hop nay nhim truc tiép dén
Interleukin-6 chir khéng phai thu thé. Siltuximab d3 dugc chip
thuén cho didu tri bénh ting san hach bach huyét v cin Castle-
man (idiopathic multicentric Castleman’s disease). § c4c bénh
nhan ndy, thudc duwgc dung nap tét.

Di¥ liéu 14m sing: Két qua ban dAu cia mot thir nghiém thi didm
& Y (thir nghiém SISCO) d cho théy céc két qua khich 1&. Theo
nhu cic dir liéu tam thoi ¢6 dwge ngay 2 thing 4 tir 21 bénh
nhan diu tién dugc didu tri véi Siltuximab va duwoc theo doi dén
7 ngdy, mot phin ba (33%) bénh nhan c6 cai thién v& 1am sang,
giam nhu ciu oxy va 43% bénh nhan thiy tinh trang ciia ho n
dinh qua viéc khéng c6 thay dbi ddng ké nio vé 1am sang (McKee
2020).
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Mién dich thu déng (khang thé)

Mbt phian tich gbp (meta-analysis) gdm nhiéu nghién cttu quan
sat trén cac liéu phap mién dich thu dong cho bénh SARS va ctim
ning cho thiy chiing 1am giam ti 1& tir vong, nhung c4c nghién
cttu thudng cé chit lwgng thip hoic rat thip va khong c6 nhém
chitng (Mair-Jenkins 2015). Trong MERS, huyét twong tuoi dong
lanh hodc immunoglobulin tir ngudi khéi bénh da dugc dé cap
(Zumla 2015, Arabi 2017). C4c bénh nhan SARS d hdi phuc san
xudt moét khéng thé trung hoa, ddp ng chéng lai protein gai
(protein S) cuia vi rdt (Liu 2006). Cac dit liéu so bd cho théy cac
dap ng nay ciing xuét hién trén SARS-CoV-2 (Hoffmann 2020)
nhung hiéu quéa trén SARS-CoV-2 thip hon. Mot s6 ngudi cho
ring huyét thanh tir ngudi khoi bénh c6 thé 13 mét lwa chon cho
viéc dy phong va didu tri COVID-19 nhanh chéng c6 sén khi ¢6
du lwong ngudi hdi phuc va hién ting huyét thanh chira im-
munoglobulin (Casadevall 2020). Gin d4y, mot bai tdng quan vé
céc bing chirng hién tai vé loi ich, cdc cAn nhic vé& quy dinh, cic
vAn d& h4u cin va van hanh (vi du thu tuyén ngudi hién ting) va
vé cac thir nghiém lam sang di dwoc céng bd (Bloch 2020). Liéu
phap mién dich thu dong cé vé an toan. Tuy nhién, mét hau qua
khéng mong mudn ciia nguwdi bénh nhan huyét twong hay globu-
lin mién dich d6 14 ban than ngudi bénh sé khong tu tao dugc
mién dich, khién ho c6 nguy co bi nhiém lai.

D liéu 14m sang: Trong mot béo cdo so bd vé 5 bénh nhén CO-
VID-19 tinh trang nguy kich kém ARDS, viéc stv dung huyét
twong c6 chira khéng thé trung hoa cho thiy su cai thién vé mit
1am sang (Shen 2020). T4t ca 5 bénh nhan phai thd méy vao thdi
diém diéu tri va tit ca déu dwoc diing cdc thube khang vi rit va
methylprednisolone. Trong mét nghién ciru thi diém khic, tru-
yén huyét twong tir ngudi khéi bénh don liéu (200 mL) d3 dwoc
st dung cho 10 bénh nhin (9 bénh nhin dung umifenovir, 6
bénh nhan dung methylprednisolone, 1 dung remdesivir). Trong
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tAt ca 7 bénh nhan c6 vi rit lru hanh trong mau, ndng d6 SARS-
CoV-2 trong huyét twong gidm rd rét trong vong tir 2-6 ngly
(Duan 2020). Trong khi d6, triéu chitng 14m sang va cdc xét
nghiém cin 14m sang nhanh chéng cai thién trong vong 3 ngay.
Ngay 26 thang 3, FDA d chip thun viéc ding huyét twong tir
c4c bénh nhén d3 hdi phuc dé diéu tri cho bénh nhin COVID-19
trong tinh trang nguy kich (Tanne 2020). P4 dén liic thuc hién
cac nghién ciru 16n hon.

Cac phwong phap diéu tri khac

Interferons: Trén bénh nhan MERS, cdc nghién ctru vé interfe-
ron 12 kha thit vong. Dt ¢6 hiéu quéa khang vi rit 4n tugng & méi
trudng nudi cAy té bao (Falzarano 2013), cic thir nghiém l1am
sang khong cho thiy loi ich déng ké nao khi két hgp véi Ribavi-
rin (Omrani 2014, Shalhoub 2015, Arabi 2019). Du viy, interferon
dang hit vin dwgc khuyén céo nhu 13 mét lya chon trong huéng
din didu tri ctia Trung Quéc.

Cac chét diéu hoa mién dich khéc va cac hudng tiép cin l4m sang
khéc dang dugc thir nghiém nhu bevacizumab, brilacidin, cy-
closporin, fedratinib (Wu 2020), fingolimod, lenadilomide va tha-
lidomide, sildenafil, teicoplanin (Baron 2020), khing thé don
dong (Shanmugaraj 2020) va nhiéu thudc khac. Liéu phép té bao
ciing di dugc d@ cp. Tuy nhién, cic phwong phép diéu tri nay
van can thoi gian nghién ctu va thAm dinh trudce khi dugc sir
dung rong rii trén 1am sang.

Quan diém cua tac gia

Hy vong ring cdc hé théng y té dia phwong c6 thé chiu dung
dwoc trudce sy bing phét caa dich bénh hién tai va it nhit mot sé
chon lua dwoc dua ra trong tdng quan nay sé cho dugc két qua
tich cyc trong thdi gian téi. Mot didu quan trong 13 trong tinh
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huéng khé khin ndy, mic dit ¢é nhidu 4p lyc ning né, nhirng
nguyén tic co ban cta bao ché va nghién ciru thudc bao gdm ca
viéc chuyén ddi muc dich sir dung thudc, khong bi tir bé.

C6 bén lyra chon khéc nhau, cu thé 13 Lopinavir/r, dwgc diing doc
13p va két hgp véi interferon, remdesivir va (hydroxy) chloro-
quine s& dwgc thir nghiém trong nghién clru SOLIDARITY dugc
dwa ra vao ngy 18 thang 3 bdi WHO. Két qua ctia thir nghiém
1Am sang trén quy mé 16n nay sé tao ra dir liéu déng tin cdy ma
chiing ta cin, dé chi ra phwong phép didu tri ndo hiéu qua nhit
(Sayburn 2020).

Vi vdy, trong thdi ky dich bénh phirc tap hién nay, dau méi la
lira chon tét nhit dé didu tri cho bénh nhin? Hién tai chiing ta
khéng c6 bing chitng tir cic thir nghiém 1am sang c6 kiém soét
dé d& xuit mot phwong phép diéu tri dic hidu c6 hiéu qua dbi
véi bénh nhan mic SARS-CoV-2. Mot nhém dic nhiém gdm
nhiéu nhém biéc si 1am sang ngudi Bi da xdy dung “Huéng din
tam thdi cho bénh nhan nghi nhiém/ x4c nhan nhiém véi CO-
VID-19 tai Bi” dwoc xuit ban vio ngly 24 théng 3. Ho ciing d&
cip dén céc “Huéng din didu tri tam thoi” khac, nhu trong Bang
1.

Chiing tbi du dodn rang trong vong vai thang t&i, chling ta sé lic
dAu khéng tin vao nhirng khuyén nghi didu tri ndy nhung thoi
diém hién tai day khong phai 13 1y do dé chiing ta khong 4p dung
né. Nhiém vu ctia y hoc 13 dwa ra phuong phép diéu tri hiéu qua
nhit tai mét thdi didém nhét dinh. Hién nay, phwong phép didu
tri t6t nhét 13 chim séc hd trg didu tri suy h6 hip va hy vong
ring mot vai loai thudc dwoc dé cip & trén mang lai mot sb loi
ich nhét dinh. Ngay ca mét lgi ich nhé ciing c6 thé gitp bénh
nhén vuot qua ranh gidi giita sw sbng va céi chét.
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Bang 1. Hwéng dan so bo diéu tri COVID-19 & cac qudc gia khac nhau, theo
mUrc d6 nang clia bénh (https://epidemio.wiv-isp.be)

Murc do Italy Phéap Ha Lan Bi
nang ciia (Lombardi)
bénh
T nhe dén  Khong Khéng Khéng Khéng
trung binh,
khoéng cé
cac yéu té
nguy co’
Twrnhedén LPV/r+ Can nhac Can nhic Can nhac
trung binh, (H)CQtw 5 LPV/r, thoi CQ trong 5 HCQ 400mg
cé6cacyéu dén7ngay  gian tuy ngay hai lan/ngay,
t6 nguy co’ thudc vao sau dé 200mg
sy phat tan hai lan/ngay
cla vi rat trong 4 ngay
Nang RDV + RDV, Thoi CQ (600 mg, HCQ 400 hai
(H)CQtwr 5 gian tuy thuéc  sau d6 300 l&n/ngay, sau
dén 20 vao sy phat mg) trong 5 do6 200 mg hai
ngay tan cua vi rat ngay lan/ngay trong
4 ngay
Nang, LPVIr Khong LPV/r trong LPVIr
Iwa chon th&r cung véi 10 dén 14 trong 14
2 CcQ ngay ngay
Nguy kich RDV + RDV, Thoi RDV RDV
(H)CQ gian tuy thuéc  trong 10
trong 5dén  vao sy phat ngay +
20 ngay tan cua vi rut CQ trong
5 ngay
Nguy kich LPVIr LPV/r HCQ (TOC
Iwa chon th&r cung véi trong
2 cQ RCTs)

RDV: Remdesivir, LPV/r: Lopinavir/ritonavir, (H)CQ (Hydroxy) Chloroquine,
TOC: Tocilizumab. Céc yéu t6 nguy co: trén 65 tudi va hodc méc cac bénh rbi
loan chirc ndng cla co quan (phdi, tim, gan), tiéu dwéng, bénh tim mach,
COPD, T&ng huyét ap.
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8. Quan ly bénh nhan COVID-19 nidng

Chwong nay d@ cap v viéc quan Iy bénh nhan COVID-19 ning tai
bénh vién/ don vi hoi sttc tich cyc (ICU) va van dang dugc cip
nhit. Trong thoi gian nay, vui long xem qua cac khuyén céo bén
dudi.

Checklists (bang kiém) cho bénh vién

European Centre for Disease Prevention and Control. Checklist for hospitals
preparing for the reception and care of vi riit corona 2019 (COVID-19)
patients. ECDC: Stockholm; 2020.
https://www.ecdc.europa.eu/sites/default/files/documents/covid-19-
checklist-hospitals-preparing-reception-care-vi rit corona-patients.pdf

Bénh nhan nhip vao khoa hdi strc tich cuc
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of patients with COVID-19 to intensive care and intermediate care
units (ICUs and IMCUs). Swiss Med Wkly. 2020 Mar 24;150:w20227.
Fulltext: https://doi.org/10.4414/smw.2020.20227

Quan ly bénh nhan nguy kich

Thomas-Ruddel D, Winning J, Dickmann P, et al. Vi riit corona disease 2019
(COVID-19): update for anesthesiologists and intensivists March 2020.
Anaesthesist. 2020 Mar 24. Fulltext: https://doi.org/10.1007/s00101-020-
00760-3

Cap nhat thong tin chi tiét, rat hitu ich cho cac bac si gy mé
Xe 08 1A A £ 15 A . P
hoi strc va nhan vién y té lam viéc tai khoa hoi sirc tich cuc.
Sorbello M, El-Boghdadly K, Di Giacinto I, et al. The Italian COVID-19 outbreak:
experiences and recommendations from clinical practice. Anaesthesia.

2020 Mar 27. PubMed: https://pubmed.gov/32221973. Fulltext:
https://doi.org/10.1111/anae.15049

Céc khuyén céo thuc té, dya trén kinh nghiém tir Y. Céc yéu
t6 chinh trong viéc quéan ly bénh nhan vé 1am sang, kiém
soat dwdng thé, dung cu bao hd y té va cdc van dé phi ki
thuat khac.
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https://doi.org/10.1016/S2213-2600(20)30127-2

Mét téng quan chi tiét vé& cac lua chon diéu tri trong Hoi
chitng suy hé hap cap tien trién (ARDS) ndng.
Poston JT, Patel BK, Davis AM. Management of Critically 111 Adults With

COVID-19. JAMA. 2020 Mar 26. Fulltext:
https://doi.org/10.1001/jama.2020.4914

Mbt khuyén cdo ngn, tir Surviving Sepsis Campaign.

Stam HJ, Stucki G, Bickenbach J. Covid-19 and Post Intensive Care Syndrome: A
Call for Action. J Rehabil Med. 2020 Apr 14. PubMed:
https://pubmed.gov/32286675. Full-text:
https://doi.org/10.2340/16501977-2677.

Mét téng quan dénh gid cic bénh nhan thd mdy con sdng
sau khi ra khéi khoa héi strc tich cuc.

Lyons C, Callaghan M. The use of high-flow nasal oxygen in COVID-19.
Anaesthesia. 2020 Apr 4. PubMed: https://pubmed.gov/32246843. Full-text:
https://doi.org/10.1111/anae.15073.

Mét bai d4nh gi céng bing vé& wu va nhugc didm cta oxy
mili lwu lwgng cao.

Smereka J, Puslecki M, Ruetzler K, et al. Extracorporeal membrane
oxygenation in COVID-19. Cardiol J. 2020 Apr 14. pii: VM/0JS/J/68313.
PubMed: https://pubmed.gov/32285929. Full-text:
https://doi.org/10.5603/CJ.a2020.0053.

Mbt bai téng quan ngén v& ECMO.

https://www.esicm.org/blog
Céc khuyén céo 1am sang tir Y vé thd may va quan ly bénh
nhén nhiém triing huyét.
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D3t ndi khi quan, ndi soi phé quan, kidm soét
dwdng thé va an toan cho nhan vién y té

Cook TM, El-Boghdadly K, McGuire B, McNarry AF, Patel A, Higgs A. Consensus
guidelines for managing the airway in patients with COVID-19.
Anaesthesia. 2020 Mar 27. PubMed: https://pubmed.gov/32221970.
Fulltext: https://doi.org/10.1111/anae.15054

Luo M, Cao S, Wei L, et al. Precautions for Intubating Patients with COVID-19.
Anesthesiology. 2020 Mar 19. PubMed: https://pubmed.gov/32195703.
Fulltext: https://doi.org/10.1097/ALN.0000000000003288

Lentz RJ, Colt H. Summarizing societal guidelines regarding bronchoscopy during
the COVID-19 pandemic. Respirology. 2020 Apr 11. PubMed:
https://pubmed.gov/32277733. Full-text:
https://doi.org/10.1111/resp.13824.

Loftus RW, Dexter F, Parra MC, Brown JR. Importance of oral and nasal
decontamination for patients undergoing anesthetics during the COVID-19
era. Anesth Analg. 2020 Apr 3. PubMed: https://pubmed.gov/32250978.
Full-text: https://doi.org/10.1213/ANE.0000000000004854.

Cheung JC, Ho LT, Cheng JV, Cham EYK, Lam KN. Staff safety during emergency
airway management for COVID-19 in Hong Kong. Lancet Respir Med.
2020 Feb 24. pii: $2213-2600(20)30084-9.

Fulltext: https://doi.org/10.1016/52213-2600(20)30084-9

Phan ting nguy co trong diéu tri hdi strc tich cwc

Swiss Academy Of Medical Sciences. COVID-19 pandemic: triage for intensive-
care treatment under resource scarcity. Swiss Med Wkly. 2020 Mar
24;150:w20229. PubMed: https://pubmed.gov/32208495.
https://doi.org/10.4414/smw.2020.20229

Cac thu thuat

AnP,YeY, Chen M, Chen Y, Fan W, Wang Y. Management strategy of novel vi
rit corona (COVID-19) pneumonia in the radiology department: a
Chinese experience. Diagn Interv Radiol. 2020 Mar 25. PubMed:
https://pubmed.gov/32209526.

Fulltext: https://doi.org/10.5152/dir.2020.20167

Cac khuyén cdo 1am sang vé viéc chdm s6c bénh nhin &
khoa chan doén hinh anh.
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Zhang Y, Zhang X, Liu L, Wang H, Zhao Q. Suggestions for infection prevention
and control in digestive endoscopy during current 2019-nCoV
pneumonia outbreak in Wuhan, Hubei province, China. Endoscopy. 2020
Apr;52(4):312-314. PubMed: https://pubmed.gov/32212122. Full-text:
https://doi.org/10.1055/a-1128-4313

Quy trinh 1am viéc ngin gon d& phong ngira lay nhiém
SARS-CoV-2 tai mét trung tam ndi soi.

Casini A, Alberio L, Angelillo-Scherrer A, et al. Thromboprophylaxis and
laboratory monitoring for in-hospital patients with Covid-19 - a Swiss
consensus statement by the Working Party Hemostasis. Swiss Med
Wkly. 2020 Apr 11;150:w20247. PubMed: https://pubmed.gov/32277760.
Full-text: https://doi.org/Swiss Med Wkly. 2020;150:w20247

Du phong huyét khéi va theo déi cdc xét nghiém.

Tay JK, Koo ML, Loh WS. Surgical Considerations for Tracheostomy During
the COVID-19 PandemicLessons Learned From the Severe Acute
Respiratory Syndrome Outbreak. JAMA Otolaryngol Head Neck Surg.
Published online March 31, 2020. doi:10.1001/jamaoto.2020.0764.

Céach thyc hién mé khi quan

Hanley B, Lucas SB, Youd E, Swift B, Osborn M. Autopsy in suspected COVID-19
cases. ] Clin Pathol. 2020 Mar 20. pii: jclinpath-2020-206522. PubMed:
https://pubmed.gov/32198191.

Fulltext: https://doi.org/10.1136/jclinpath-2020-206522

European Centre for Disease Prevention and Control. Considerations related to
the safe handling of bodies of deceased persons with suspected or
confirmed COVID-19. Stockholm: ECDC; 2020.
https://www.ecdc.europa.eu/sites/default/files/documents/COVID-19-
safe-handling-of-bodies-or-persons-dying-from-COVID19.pdf.

Céc khuyén c4o v& viéc thuc hién tit kham nghiém ti thi.
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9. Bénh nén

Chuwong nay van dang dugc duge cip nhat. Trong thoi gian d6,
ban doc cé thé nhip vio lién két toan vin ban dé tham khao céc
bai viet sau.

Bénh tim mach va tiéu dwdng

Bavishi C, Maddox TM, Messerli FH. Vi rit corona Disease 2019 (COVID-19)
Infection and Renin Angiotensin System Blockers. JAMA Cardiol. 2020
Apr 3. pii: 2764299. PubMed: https://pubmed.gov/32242890. Full-text:
https://doi.org/10.1001/jamacardio.2020.1282

Bonow RO, Fonarow GC, O’Gara PT, Yancy CW. Association of Vi rat corona
Disease 2019 (COVID-19) With Myocardial Injury and Mortality. JAMA
Cardiol. 2020 Mar 27. pii: 2763844. PubMed: https://pubmed.gov/32219362.
Full-text: https://doi.org/10.1001/jamacardio.2020.1105

Clerkin KJ, Fried JA, Raikhelkar J, et al. Vi rit corona Disease 2019 (COVID-19)
and Cardiovascular Disease. Circulation. 2020 Mar 21. Fulltext:
https://doi.org/10.1161/CIRCULATIONAHA.120.046941

Daniels MJ, Cohen MG, Bavry AA, Kumbhani DJ. Reperfusion of STEMI in the
COVID-19 Era - Business as Usual? Circulation. 2020 Apr 13. PubMed:
https://pubmed.gov/32282225. Full-text:
https://doi.org/10.1161/CIRCULATIONAHA.120.047122

Fried JA, Ramasubbu K, Bhatt R, et al. The Variety of Cardiovascular
Presentations of COVID-19. Circulation. 2020 Apr 3. PubMed:
https://pubmed.gov/32243205. Full-text:
https://doi.org/10.1161/CIRCULATIONAHA.120.047164

Kaiser UB, Mirmira RG, Stewart PM. Our Response to COVID-19 as
Endocrinologists and Diabetologists. J Clin Endocrin Metabol, 105, May
2020, published 31 March 2020. https://doi.org/10.1210/clinem/dgaa148

Meng J, Xiao G, Zhang J, et al. Renin-angiotensin system inhibitors improve
the clinical outcomes of COVID-19 patients with hypertension. Emerg
Microbes Infect. 2020 Dec;9(1):757-760. PubMed:
https://pubmed.gov/32228222. Full-text:
https://doi.org/10.1080/22221751.2020.1746200

Patel AB, Verma A. COVID-19 and Angiotensin-Converting Enzyme Inhibitors
and Angiotensin Receptor Blockers: What Is the Evidence? JAMA. 2020
Mar 24, Fulltext: https://doi.org/10.1001/jama.2020.4812

Schiffrin EL, Flack J, Ito S, Muntner P, Webb C. Hypertension and COVID-19. Am
J Hypertens. 2020 Apr 6. pii: 5816609. PubMed:
https://pubmed.gov/32251498. Full-text:
https://doi.org/10.1093/ajh/hpaa057
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HIV v suy giam mién dich
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10.Nhi khoa

Tim Niehues

Jennifer Neubert

Loi cdm on: Quyén sich nay s& khéng thé hoan
thanh néu khong cé s gidp d& tan tinh ctia Andrea
Groth (Helios Klinikum Krefeld). Chiing tdi xin chan
thanh cam on BS. Lars Dinkelbach (Pai hoc Heinrich

Heine Pai hoc Diissel- dorf) dd hiéu dinh.

Nhiém SARS-CoV-2 & tré em

Nhiém SARS-CoV-2 & tré em va thanh thiéu nién 13 mét yéu té
chinh trong viéc lan truyén bénh COVID-19 trén toan ciu va
13 chia khéa cho sy phét trién mién dich cong ddng. Dién tién
bénh COVID-19 & tré em thudng khong cé triéu chirng hodc it
nghiém trong hon so v&i ngudi 16n. Vé vin dé nay, COVID
khéc biét ding ké so vdi cac bénh hé hip do vi rat khéc, cé
thé gy tir vong & tré so sinh (vi du RSV). Pai dich SARS-CoV-
2 khién moi ngudi lo s¢ khi cin dich vu chim séc y té va gay
ra mot tdn hai ngodi ¥ mudn véi tré, khi cha me trdnh dén
bénh vién dit trong trudng hgp cin phai cp ciru (Lazzerini
2020).

& giai doan ndy (ngdy 13 thang 4 nim 2020), cAn hét sirc thin
trong khi dién giai c4c dit liéu da dwgc thu thap vé tré em cho
dén thoi didm hién tai, (vi du, dit liéu vé tré em & Vii H4n da
duoc cong bd hon mot 1an). Mét sb tré em thi duwoc nhap vién
vi0 cdc bénh vién nhi, mét sé khic lai & Khoa Noi ctia bénh
vién. Hé théng y té Trung Qubc dugc xép hang 144 trong s6
191 qubc gia thanh vién ctia TS chirc Y té Thé gidi. Cung cAp
dich vu y té & Trung Qudc chii yéu phu thudc vao thu nhap
kinh té, din dén sy thién vi I6n vé viéc tuyén chon va loai trir
tré em vio cic nghién ctru/thtr nghiém, d4nh gi4 thip hoic
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qua mc cic chian dodn quan trong nhu md&c d6 ning cia
bénh, két cuc, hiéu qua dieu tri.

Cac chiing vi rit corona lru hanh phd bién & tré
em: ai tinh, th&i gian G bénh va lay lan.

Hbi thao v& Corona Vi rit qudc té du tién duoc td chirc bsi
Volker Termeulen tai Wiirzburg/Dirc vao nim 1980. Vao thoi
diém d6, chi ¢6 mot corona vi rit & nguwoi 12 HCoV2229E,
dugc biét 13 ¢6 lién quan dén cam lanh théng thudng (Weiss
2020). Céc corona vi rat & ngudi lwu hanh phd bién ¢ thé
dugc phén lap tir 4-8% trong tdng s tré bi nhiém tring
dudng hé hip cip tinh, thurdng 1a bénh nhe, triv khi tré bi suy
giam mién dich (Ogimi 2019). Bay loai vi rit corona luu hanh &
nguoi: o-Vi rat coronaes HCoV2-229e, -HKUI1; B-Vi rat
coronaes HCoV2-NL63, -0C43; MERS-CoV, SARS-CoV va SARS-
CoV-2 ¢6 ngudn gbc tir doi (NL63, 229¢, SARS-CoV), lac da
Dromedary (229e, MERS-CoV), gia sic (0C43), té té (SARS-CoV-2)
(Zimmermann 2020). Dudng nhuw cé sy tai nhiém véi cac
corona vi rut phd bién d3 dwgc mé ta trudc dé mic di hiu
hét cic c4 thé xuit hién sy chuyén ddi huyét thanh d6i véi
corona vi rit & ngudi. G nhiéu tré em cé ddng nhiém véi cic
loai vi rdt khdc nhw vi rit Adeno-, Boca-, Rhino-, RSV-, In-
fluenza- hodc Parainfluenza. Dudng nhu ¢6 mét vong tudn
hoan véi cac dot biing phét theo mia, tir thdng Mudi hai dén
thang Nim hoic tir thdng Ba dén thing Mudi mét & nam ban
cau.

Mot dic diém cta chudi don RNA cia vi rdt corona 13 kha
ning dét bién va tai t& hgp nhanh chéng din dén céc chung
corona vi rit méi cé thé lay lan tir déng vét sang ngudi.
Chiing d3 gay ra dich bénh din dén ty 18 tir vong déng ké (10%
& bénh SARS-CoV tai Hong Kéng vio nim 2002; hon 30% &
bénh MERS- CoV tai A Rip Saudi vio nim 2012). Vi ty 18 tir
vong & ca hai trudng hop déu cao, nén ca SARS-CoV va MERS-
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CoV déu it ¢6 kha ning lay truyén cong ddng lau dai. Theo d¢,
khong cé trudng hgp nhiém SARS-CoV nio & ngudi duwgc bio
céo ké tir thang 7 nim 2003.

Ngudi ta wéc tinh ring trong SARS-CoV-2, 1 ngudi cé thé lay
nhidm cho 2-3 ngudi khac. Trong cac b dich (vi du: § dich tai
bénh vién), con s niy cé thé cao hon nhiéu. Trong ca SARS-
CoV va MERS-CoV, cic trudng hop siéu lay nhiém di duoc
béo c4o khi mét ca nhin nhiém bénh lay t&i 22 (SARS) hoic
tham chi 30 ngudi khdc (MERS), ddc biét la trong cac 8 dich
tai bénh vién. Trong SARS-CoV, tdng cong cb 41 tré em da
dugc bdo cdo nhiém bénh va khéng cé trudng hop tir vong.
Tuwong tw, & MERS-CoV, chi cé 38 tré em duwgc bdo cdo bi
nhiém bénh trong hai nghién citu, véi 2 tredng hgp tir vong
(Zimmermann 2020).

Dich té COVID-19 & tré em

Vao ngay 6 thang 4, CDC My da bdo cdo 2.572 (1,7%) tré em
dudi 18 tudi trong sb 149.082 tru’o’ng hgp nhiém COVID-19
dugc bio cdo tir ngly 12 thang 2 dén ngdy 2 thing 4 nim
2020. Dit liéu c6 sin hét strc han ché (duéi 10% dir lidu cé
miéu ta cdc triéu chitng, 13% dir liéu d& cap cic bénh nén,
33% d@ cap viéc tré c6 phai nhép vién hay khéng). Ba trudng
hop tir vong d3 dwgce bdo cdo cho CDC nhung khéng bao gdm
c6 théng tin cu thé. P6 tudi trung vi 13 11 va 57% 13 nam gidi.
15 tré em phai nhip vio ICU (s2%). Tré <1 tudi chiém ty 1é
nhap vién cao nhAt (15-62%) (CDC 2020). B4o cdo tir CDC Trung
Quédc (Dong 2020) bao gdm 2.143 bénh nhi tir ngdy 16 thang 1
dén ngay 8 thang 2 nim 2020. Chi c6 731 tré em (34,1%) dwoc
x4c nhan chin doin bing xét nghiém. B3 tudi trung vi 1a 7
tudi vdi 56,6% bé trai, dwdi 5% dugc phin loai 1a bénh ning
va dwdi 1% 13 nguy kich. Mot tré 10 thang tudi & Trung Quéc
bi nhiém SARS-CoV-2 dwgc bdo cdo 13 da chét vi 1ong rudt va
suy da tang (Lu X 2020). Trung tdm kiém soat v phong ngira
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bénh tat Han Quéc d3 bdo c4o vao ngdy 20 thing 3 ring 6,3%
trong téng sb cic trudng hgp COVID-19 13 tré em dudi 19
tudi; bén canh d6, tré em dugc ghi nhan 13 bi nhe (Trung tim
kiém soat va phong ngira bénh tit Han Quéc. Thong céo bio
chi, https://www.cdc.go.kr). Dit liéu cia Y dugc cong bd vao
ngly 18 thang 3 cho thiy chi ¢4 1,2% 13 tré em trong s 22.512
trudng hop ngudi Y mic COVID-19; khéng cé trudng hop tir
vong nao dugc bdo cdo tai nghién clru nay va trong doan hé
Tdy Ban Nha tir Madrid (2 théng 3 dén 16 thing 3)
(Livingstone 2020, Tagarro 2020). Tinh dén ngdy 15 théng 4
nam 2020, tai Pirc, 41 trung tdm d3 bao cdo 65 trudng hgp
nhap vién 13 tré em, khoang mét phin ba cé6 mét bénh nén,
chii yéu 13 cic bénh vé phdi hoic tim. Mét trudng hop tir
vong (mdt dira tré 2 tudi mic bénh di truyén vé nio va cé tién
sir viém khép v cin & tré vi thanh nién, dang diéu tri me-
thotrexate hang tuin; ngudn tin ci nhan, U. Neudorf, Bénh
vién Dai hoc Nhi dong, Essen) (www.dgpi.de).

Dién tién tu nhién cta bénh va céc yéu tb
nguy co din dén bién chu’ng

Thoi gian G bénh dugc cho 1a tir 3-7 ngay (khoang 1-14 ngay)
(She 2020), khéi phat 1Am sang 5-8 ngdy sau khi nhiém vi rit.
Tai thoi didm 10 ngdy sau khi xuit hién triéu chirng, phan
rng viém qua mtrc c6 thé xuét hién va dién tién nghiém trong
hon va c6 kha ning gy tir vong, dic biét 1a & cAic nhém nguy
co cao. Biéu hién 1am sang c6 thé kéo dai trong 1-2 tudn, lau
hon trong nhitng trudng hgp c6 bién chirng. Vi dir liéu con
han ché, nén vin chwa ré nhém tré nio c6 thé cé nguy co cao
mic bién chirng, vi du: tré em c6 céc bénh nén nhu bénh phbi
hodc tim mach suy giam chirc ning hé thin kinh niing, tré bi
suy giam mién dich hoic tré dang dang trong tinh trang nguy
kich, v.v ... Twong tw nhw ctim, mot sb tré cé thé nhay cam vé
di truyén hon (Clohisey 2019). Piéu thd vi 13, trong mot cudc
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khao sat nhanh tir 25 qubc gia c6 10.000 tré em bi ung thu cé
nguy co nhiém COVID-19 va 200 tré dugc xét nghiém, chi c6 9
tré duogc phat hién duong tinh véi SARS-CoV-2. Tré em
thudng nhiém khéng triéu chirng hodc bi bénh nhe (Hrusak
2020).

Sinh ly bénh va mién dich

Khong rd 1y do tai sao tién trién ciia COVID-19 & tré em thi it
nghiém trong hon.

Mb hinh biéu hién mé ctia thy thé SARS-CoV-2 bao gdm Angi-
otensin-converting enzyme 2 (ACE2) va protease Transmemb-
rane serine TMPRSS2 (cAn thiét cho sw x4m nhép té bao cta
SARS-CoV-2) ciing nhu si ddp trng ctia mé d6i v6i SARS-CoV-
2 & tré vin chua dugc hiéu rd. ACE2 ¢6 & cac té bao dudng
th, phdi, té bao niém mac (mi mit, mi mit, khoang mii),
rudt va trén céc té bio mién dich (monocyte, t& bao lympho,
bach cu) (Molloy 2020, bai téng quan Brodin 2020). Cin lam
rd liéu vi rit c6 tAn cdng cac té bao thin kinh hay khéng (vi
du: anh hudng dén bd ndo dang phat trién cta tré so sinh).
Muc tiéu chinh ctia vi rit SARS-CoV-2 13 dwdng hé hip.
Nhiém tring dwdng hé hip 13 cuc ky phd bién & tré em,
ngudi ta du dodn ring cé nhirng loai vi rit khéc ciing ton tai
trong dwdng hé hip caa tré nhé ddng thai véi vi rit corona,
didu d6 c6 thé han ché sy phét trién va ting sinh cta vi rdt
SARS-CoV-2 trong dudng hé hip cia tré em. Cac xét nghiém
do tai lugng cta céc vi rit khdc nhau trong dwdng hé hip &
tré em dang dwoc tién hanh. Piém miu chédt trong sinh bénh
hoc mién dich ctia c4c giai doan tién trién & viém phdi COVID-
19 1a HO6i chirng hoat héa dai thuc bao (MAS - Macrophage
activation syndrome) - nhu pha tang ddp &ng viém véi con
bdo cytokine va Hoi chirng suy hé hip cAp tién trién (ARDS),
thuong trong vong 10-12 ngay sau khi khgi phat triéu chirng.
Nhin chung, hdi chitng suy hé hip cip tién trién (ARDS) & tré
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em khi bi nhiém triing dudng hé hip khé xay ra hon so v&i
ngudi 16n. Trong dai dich cim HIN1 nim 2009, duéi 1 tudi 12
mdt yéu t8 nguy co ding ké cia bénh dién tién ning va ARDS
(Bautista 2010). Vin chua c6 bing chitng rd rang dé giai thich
1y do tai sao ARDS it phd bién hon & tré em so véi ngudi Ié6n
méac COVID.

Lién quan dén tri nhé mién dich & tré em, mét 1i giai thich
cho dién tién bénh nhe & tré em cé thé 13 do su khéc biét lién
quan dén tudi tac trong dap ng mién dich v&i SARS-CoV-2
gitta ngudi 16n va tré em. Trong phan ng ctia hé mién dich
bam sinh, c4c té bao phdi bi tdn thwong giy ra b&i phan trng
viém do dai thuc bao va bach ciu hat. Dua trén cdc méd hinh
dong vat vé bénh ciim, tic gia di dé xuit ring tiém vaccine
BCG (dugc tiém chang trong tudn diu sau sinh & mét sb quéc
gia) c6 thé ting cuwdng kha ning mién dich bidm sinh khéng
dic hiéu & tré em dbi v6i cac bénh nhiém triing nhu COVID-
19 (dwoc goi 1a mién dich dwgc huin luyén) (Moorlag 2019).
Trong d4p tng thich nghi, té bao T giy déc déng vai trd quan
trong trong viéc diéu chinh phan tng v6i nhiém vi rat va
kiém soat sy nhan lén cta vi rit. Tré em c6 thé dwgc hudng
loi tir thuc té 13 chirc ning gy déc cta té bio T CD8 trong
nhidm vi rit & tré em c6 thé it giy hai hon so v6i ngudi 16n.
R4i loan mién dich véi su can kiét cua cac té bao T da dugc
béo cdo & ngudi 16n bi nhiém COVID-19. Lién quan dén mién
dich bim sinh, khing thé SARS-CoV-2 cia me cé thé dwoc
truyén cho tré qua nhau thai hodc sita me nhuwng néu ngudi
me chua tirng nhiém SARS-CoV-2 hodc bi nhiém & cudi thai ki
thi c6 thé khéng truyén khéang thé chéng lai SARS-CoV-2 cho
tré. & nhirng ba me bi viém phdi COVID-19, xét nghiém SARS-
CoV-2 tir huyét thanh va phét hong déu cho két qua 4m tinh,
tuy nhién khang thé dic hiéu IgG chdng vi rit da dwoc phét
hién (Zeng H 2020). Do d9, tré so sinh cé thé dugc hudng loi
tlr viéc cic khang thé dic hiéu véi vi rit duoc truyén qua
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nhau thai tir me d4 phoi nhiém trudc. Trong SARS-CoV-2, ban
than dira tré c6 thé tao ra mét phan rng mién dich dich thé
quan trong d6i v6i mot epitope (quyét dinh khéng nguyen)
wu the, vi du: céc protein Spike hinh vwong miéng - yeu t6
quyét dinh tén vi rit corona. Dit liéu vé mic d6 phd bién va
chét lwgng cia d4p trng mién dich & tré em van con thibu sét.

Lay nhiém

Nhiém COVID-19 & phu nir mang thai cé thé anh huéng
dén thai nhi, cu thé 13 suy thai, nguy co sinh non hoic suy
hé hip néu ngudi me bi bénh ning. Pén nay van chua ¢
bing chirng nao cho thdy SARS-CoV-2 ¢ thé truyén tir me
sang con. Xét nghiém nwéc 6i, mau diy rén, phét hong & tré
so sinh déu cho két qua 4m tinh trong mét doan hé nhé (Chen
2020). Schwartz da danh gi4 5 bai b4o tir Trung Qudc va xac
dinh dugc 38 phu nit mang thai, v§i 39 d&a con trong dé cé
30 bé dugc xét nghiém COVID-19 va tit ca déu 4m tinh
(Schwartz 2020). LAy truyén qua sita me chwa dwgc béo céo va
khéng cé tredng hgp nao bao cdo phat hién duwgc vi rat SARS-
CoV-2 trong sita me.

SARS-CoV-2 & tré em duogc lay truyén qua céc tiép xtic véi
thanh vién trong gia dinh va cha yéu qua céc giot bin. Tiép
xtic kéo dai véi ndng d6 khi dung cao c6 thé tao diéu kién
cho viéc lay nhiém (She 2020). Viéc 1ay nhiém vi rit thanh
céng 12 do vi rit c6 thé phét tan 24-48 gid trude khi cé bat
ky triéu chirng nao.

SARS-CoV-2 ciing c6 thé dugc truyén qua dudng tiéu héa.
ACE2 ciing dugc tim thdy trong céc té bao thuc quan doan
trén va biéu mé ciing nhu céc té bao bidu mé rudt & hdi trang
va dai trang (She 2020). RNA ctia SARS-CoV-2 c6 thé dugc
phét hién trong phén cta bénh nhin (Holshue 2020). Cai phat
biéu ring RNA ctia vi rat dwgc phat hién tir tré em véi ti 18
cao (va cé thé dugc bai tiét 1én dén 2-4 tuln) (Cai va cdng sy
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2020). Tuy nhién, vin chua c6 biing ching truc tiép ghi nhan
vé viéc 14y truyén tir dwdng phin-miéng.

Chan doén va phan loai

Viéc xét nghiém vi rit chi cin thiét & tré em nghi ngd trén
phuong dién 1am sang. Néu két qua ban diu 13 4m tinh, nén
lip lai xét nghiém phét dich miii hong hodc phét hong - xét
nghiém miu bénh phim tir dwdng hé hip trén hoic dudng
hé hip duéi. LAy miu bénh phim tir dwdng hé hip dudi
(khac ra ¢dm hoic rira phé quéan) cho két qua nhay hon (Han
2020). Piéu nay khoéng phai liic nio ciing ¢6 thé 1am dugc &
nhitng bénh nhin ning va & tré nho.

Chén do4n thudng dugc thuc hién bing phan trng polymera-
se khuéch dai gen biing ky thuit RT-PCR trén dich tiét dudng
hé hip va c6 két qua trong vong 4 gid. Dbi véi SARS-CoV,
MERS-CoV va SARS-CoV-2, tai lwgng vi rit trong cic miu tir
duwdng hé hip dwdi 1a cao hon so véi miu tir dwdng hod hap
trén. M4u phan khéng thé dugc diing dé chin dodn thudng
quy. Trong mot sb it trudng hop, PCR duong tinh trong
mau da dwgc bédo céo.

Xét nghiém huyét thanh tim khéng thé SARS-CoV-2 & tré em
c6 triéu chirng hién khéng hiru ich nhung cé thé gitp danh
gia kha ning mién dich ctia tré trong twong lai. Twong tw nhw
trong cic bénh nhiém vi rit khac, ddp trng khéng thé 1gG dic
hiéu v&i SARS-CoV-2 s& xuit hién trong vong 2-3 tuin sau khi
nhiém bénh va ¢ thé hoic khong thé chi ra kha ning mién
dich bao vé (chwa dugc xac dinh). Trong truedng hgp né cho
thiy kha ning mién dich bao vé, diu niy s& cuc ky quan
trong dbi véi viéc d4nh gia dich t& hoc SARS-CoV-2 va mién
dich céng ddng.
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Bang 1. Phan loai nhiém COVID & tré em (Shen 2020)

1 Khéng c6 triéu chirng, khéng cé bt ky triéu chirng Iam sang nao bén
ngoai

2 S6t nhe, mét mdi, dau co va triéu chirng nhiém trung dwong hé hap cap
tinh

3 Viém phdi mirc do trung binh, st va ho, ho cé dam, khod heé, nhwng khéng
ha oxy mau

4 Sét cao, ho, thé nhanh, d6 béo hoa oxy dwéi 92%, lo mo

5  Tién trién nhanh chong dén hoi ching suy ho hép cép tién trién ARDS
hoac suy hd hap

Két qua xét nghiém va hinh anh hoc

Tré mic COVID-19 thé nhe, khi khdm ngoai trii thudng khéng
dugc chi dinh 1dm thém céc xét nghiém sinh héa hay chin
doan hinh anh. Khi nhép vién, sé lugng bach ciu thudng 1a
binh thudng. § mot sb it tré em, sé lwgng bach cdu lympho
giam da dugc ghi nhan. Ngugc lai, nguwdi tredng thanh (vSi
phan &ng viém qud mdc va con bio cytokine) thudng cé sy
gia ting bach cu trung tinh va giam té bao lympho. § mét sé
bénh nhan, c4c thong s biéu hién tinh trang viém nhu CRP
va Procalcitonin c6 thé ting nhe hoic binh thudng, trong khi
d6 men gan, CK-MB va D-dimer c6 thé ting. LDH dudng nhu
sé ting trong trudng hop bénh ning va cé thé dugc diung dé
theo d5i dién tién & bénh nhan ning.

X-quang nguc chi nén dwgc thuc hién & tré em mic bénh
mirc d6 vira hodc ning vi chup CT giy ra nhidm xa rit cao cho
tré va chi nén dugc thyc hién trong nhitng truong hgp cé
bién chitng hodc ¢ nguy co cao. Trong giai doan dau dich
bénh & Trung Qudc, tit ca tré em déu dugc chup CT ngay ca
khi ching chi cé triéu chirng thoidng qua hodc thim chi
khéng c6 triéu chirng; nhung ding ngac nhién 13, didu nay da
phét hién nhitng thay d6i ning trén CT. Trén X quang nguc

COVID Reference VNM 003


https://doi.org/10.1007/s12519-020-00343-7

210 | CovidReference.com/vn

c6 hinh anh cdc ddm m¢ déng dic rai rac ca hai phé trudng
va hinh anh kinh m¢ (ground-glass opacities). Chup CT cho
két qua tét hon so véi X-quang nguc. Trong 20 tré chup CT, 16
(80%) c6 mét sé hinh anh bat thudng (Xia 2020).

Cac diu hiéu va triéu chirng 1am sang

Tré em va thanh thiéu nién

Biéu hién 1dm sang ctia bénh c6 vé twong tw nhw khi nhiém
cim. Trong thir nghiém l1dm sang 16n nhét véi 171 tré em &
Vil Hén, ti 18 sét dugc bdo cdo 13 41% (71 trén 171 tré), ho trén
50% (83 trén 171 tré), thd nhanh & 28% (49 trén 171 tré). Va ¢
dén 27 tré khéng cé triéu chitng nao (15,8%). Tai thoi diém
thim kham ban dAu, rat it tré cAn phai thé oxy (4 trong 171
tré, 2,3%). Cac triéu chitng khic nhu tiéu chay, mét moi, sb
miii va ndn ciing dwgc ghi nhan véi ti 1€ dwdi 10% (Lu 2020).
Trong mét bdo c4o hang loat ca bénh & Chiét Giang, cé dén 10
trén 36 bénh nhan (28%) khéng cé triéu chirng nao ca. Khéng
6 tré nao c6 dd bao hoa oxy dudi 92% (Qiu 2020).

Tré so sinh va nhii 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%) bi nhidm SARS-CoV-2 khéi phét
sém. Trong 3 tré ndy thi 6 2 tré cé ddu hidu viém phdi trén hinh
anh hoc. M6t tré dugc md t3 bi dong mau ndi mach lan téa
nhung cudi ciing tAt ca tré déu c6 d4u hiéu sinh tdn én dinh 3
tudn sau nhiém tring, khi bdo cédo dugc cong bd (ngdy
26/03/2020) (Zeng L 020). Trong moét nghién ctu doan hé thw
hai, 9 tré nhii nhi tir 1 thiang dén 9 thang tudi dwgc mo ta khong
6 bit ky bién ching nghiém trong nao (Wei 2020). Liéu c6 thé cé
bién chirng dai han do COVID-19 & tré so sinh va nhii nhi hay
khong? Tai thdi diém nay ctia dich bénh chiing ta chwra thé danh
gid dugc. Hién tai, khéng nén tach riéng tré méi sinh khée manh
khoi cic ba me nghi ngd nhiém COVID-19 (CDC-2 2020). RS rang
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mét tré sinh non hoic tré so sinh da tiép xtic v&i SARS-CoV-2 cin
dwoc theo ddi chdt ché bdi bénh vién va/hodc béic si nhi khoa.
Néu c6 du hiéu COVID (vi du: 3n kém, nhiét d6 khong én dinh,
nhip tim nhanh/khé thé) cAn phai nhap vién lam cac xét nghiém
va chyp X-quang nguc. Xét nghiém tim SARS-CoV-2 khéng gitp
ich trudc ngly thit 5 vi con trong thdi gian G bénh. Can phai gii
vé sinh nghiém ngit nhit c6 thé trong bdi canh chim séc me con
nay.

Quan ly bénh nhan

Kiém soat nhiém tring

Phat hién sém COVID-19 va thuc hién cach ly 14 bit budc. Trong
mdi trudng ndi tri va ngoai trd, nén tach riéng tré em mic bénh
truyén nhiém khéi tré em khoe manh khéng méc bénh. Cac &
dich tai bénh vién gép phan vio su lay truyén ctia COVID-19. Do
d6, chi nén cho tré em mic COVID-19 vio nhip vién néu bac si
nhi khoa ¢ kinh nghiém cam thy cin thiét (vi du nhu thé
nhanh, khé thé, d3 bao hoa oxy dwdi 92%). Trong bénh vién, tré
bi COVID-19 hozic nghi ngd COVID-19 cAn dugc c4ch ly trong mot
phong riéng hodc duwgc nhip vao mot khoa riéng cho COVID-19
chi ¢6 nhan vién y té chuyén biét cho khoa ndy (vi du nhu khéng
lam viéc/truc thém & céc khoa khic). Sy c6 mat ctia phu huynh
14 cin thiét trong viéc chim séc tré bi bénh ca vé mit tinh cam
cling nhu nudi dudng tré.

Trong giai doan cao diém ctia dich COVID-19, c4c bién phap
phong ngira trong mdi trudng ngoai trd va bénh vién bao gom
kiém soat 16i vio, vé sinh tay va dwdng hé hip nghiém ngit, vé
sinh va khir tring méi trudng 1am viéc hang ngay, va cung cAp
d0 bao hd (ging tay, khiu trang, kinh bao hd) cho moi nhan vién
y té khi chdm séc bénh nhin COVID-19 hoic trudng hgp nghi
ngd COVID-19 (Wang 2020). Trong cac don vi chdm séc tich cuc
tré so sinh (NICU), phong cach ly 4p luwc 4m va loc khong khi sé& 1a
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ly twéng (Lu Q 2020). Nén st dung mdt na phong doc véi hé
théng mach kin va bé loc. Cdc thu thujt tao khi dung, vi du dat
noi khi quan, ndi soi phé quan, phun khi dung nén han ché cang
it cang tét.

Piéu tri hd trg (hd tro hé hip, diéu tri gidn phé
quén, s6t, bdi nhiém, hd trg tim 1y x3 héi)

Cho tré ngdi & tu thé thing dirng sé gitp tré d& thé hon. Vit ly
tri liéu s& rat hitu ich trong trudng hop nay. Viéc cung cip oxy
qua 6ng théng miii sé rat quan trong dbi véi tré em vi né sé lam
ting thong khi phdi va twéi mau phdi. Thé oxy luu lwgng cao
qua 6ng théng miii & tré so sinh (HFNC) da dugc siv dung rong
rii do tinh wu viét ciia né so vdi cic phwong phép hd trg hé hip
khéng xam lan khic.

Chwra c6 bling ching cho viéc sit dung cc thubc dang hit trén
lam sing va tinh an toan clia chiing. Trong cdc bénh phdi tic
nghén min tinh va nhiém triing thong thudng khac & tré em, vi
du: trong viém phé quan, Vién Han l4m Nhi khoa Hoa Ky hién
dang khuyén c4o khéng nén sir dung thudc gidn phé quan (Dunn
2020). Lién quan dén viéc str dung cdc steroids dang hit nhuw 13
mdt phan cta diéu tri duy tri trong hen phé quéan, khong c6 bing
chiing ndo budc phai ngirng diéu tri ndy & tré em mic COVID19.
Mbt cude tranh cdi 16n xay ra vé& mirc d6 sir dung thudc ha sét &
tré em. Nhung & mét tré mic COVID-19 bi sbt cao, thi paraceta-
mol hoic ibuprofen sé c6 thé gitip ich trong trudng hop niy.
Khéng han ché ding thudc ndo, mic dit ban ddu WHO canh bio
vé viéc st dung ibuprofen, tuy nhién hién tai khéng cé béng
chitng ndo cho théy viéc sir dung paracetamol hodc ibuprofen cé
hai trong COVID-19 & tré em (Day 2020).

S phén biét giira viém phdi do vi rit SARS-CoV-2 va bdi nhiém
vi khuin s& khé khin trir khi c6 bing ching rd rang tir két qua
nudi ciy hodic cdc hinh anh dién hinh trén phim chup X-
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quang/CT. B&i nhiém vi khuén s& dugc diéu tri theo hwéng din
diéu tri ctia quoc té va quoc gia (Mathur 2018).

Dich bénh COVID-19 giy cing thing tdm 1y cho cha me va gia
dinh ciing nhu nhén vién y té, do d6, nhan vién cong tic xa hoi
va cac nha tAm 1y hoc nén tham gia hd trg ngay khi cé thé,

Piéu tri suy ho hip

Diu tri hdi chirng suy hé hip cip tinh & tré em (pARDS) di dwoc
danh gia (Allareddy 2019). Véi nhitng tré so sinh ¢4 pARDS thi
viéc diing surfactant lidu cao, thé khi NO, va théng khi dung tin
s6 cao 6 thé mang lai hiéu qua. & nhirng tré so sinh nguy kich,
loc mau lién tuc va oxy héa qua mang ngodi co thé (ECMO) can
dugc thuce hién néu can thiét.

Thuéc diéu tri dic hiéu COVID-19

Cho dén nay vin chua c6 dir liéu tir céc thir nghiém 14m sang
dwgc kiém so4t va vi vy hién tai khong c6 bing chitng déng tin
cly ndo c6 sin dé hd trg viéc sir dung bét ky loai thudc nao cho
diéu tri COVID-19. C4c loai thubc dugc liét ké dudi day 13 cac
thubc dwoc chuyén dbi muc dich str dung va c6 rat it hodc hiu
nhu khong c6 kinh nghiém dung trén tré em. Trong trudng hop
tré bi COVID-19 nang hoic nguy kich, bac si nhi khoa phai dwa ra
quyét dinh c6 nén thir thuéc hay khéng. Néu quyét dinh bit dau
diéu tri bing thudc, thi tré nén dwoc dua vao thir nghiém lam
sang

(https://www.clinicaltrialsregister.eu) néu cé thé. Tuy nhién, chi
c6 rat it, ndu c6, cic nghién cttu tuyén tré em cho thir nghiém
1am sang.

Khi ndo didu tri bing thubc

Dudi sw lanh dao ciia Hiép hdi truyén nhiém Nhi ctia Birc (DGPI),
mdt hoi ddng chuyén gia da dé xuit moét dong thuan vé thoi
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diém bit dAu didu tri bing thudc khang vi rit hoic thubc didu
hoa mién dich & tré em. (Bang 2, https://dgpi.de/stellungnahme-
medikamentoese-behandlung-von-kindern-mit-covid-19/).

Cac chit e ché tdng hop RNA ciia vi riit
Remdesivir (GS-5734) c6 sdn dudi dang lo 150 mg. Liéu ding
cho tré em la:

e < 40 kg: tiém tinh mach, lidu tai: 5mg/kg sau d6 2,5
mg/kg mdi ngay trong vong 9 ngay.
e = 40kg: lidu tai: 200 mg sau d6 100mg mdi ngly trong
vong 9 ngay.
Remdesivir 1a mét chét twong tu adenosine nucleotide véi hoat
tinh phd rong khang lai cac loai vi rit RNA khéc nhau. Hop chét
chiu anh huéng cia qué trinh chuyén héa, kich hoat chét
chuyén héa nucleotide triphosphate dé rc ché RNA polymerases
cua vi rat. Remdesivir d3 chirng minh hoat tinh in vitro va in vivo
trén mé hinh dong v4t chdng lai MERS va SARS-CoV. Remdesivir
c6 kha ning dung nap tét va c6 tiém ning tic dong lién quan dén
viéc gidm tai lwgng vi rut va ty 1é tir vong bénh Ebola tai Congo
vio nim 2018 (Mulangu 2019). & chiu Au, loai thudc nay hiém
khi dwgc sir dung & tré em, vi vAy phai cue ky than trong. Thudc
c6 thé dugc sir dung théng qua chuong trinh “cttu trg khin cip”
(compassionate use) (https://rdvcu.gilead.com)
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Bang 2: Béng thuan vé Diéu tri bang thudc khang vi rat hodc didu hda mién

dich & tré em

Do nang chaa bénh

Can thiép

Bénh nhe hoac vira, nhiém tring
dwong hd hap trén, khdng can oxy

Diéu tri triéu chirng
Khong can thuéc khang vi rit hogic
diéu hoa mién dich

Bénh nang va cac nhém nguy co* ,
A 2. A
viém phoi can oxy

Diéu trj triéu chirng
Can nhéc thubc khang vi rut

Nguy kich can nhap vao khoa héi strc
tich cuc

Diéu tri triéu chirng
Can nhac thudc khang vi rat

Can nhéc thubc didu hoa mién dich

Hoi chirng thye bao mau thir phat
(Hemophagocytic lymphohistiocytosis

Diéu tri bang thudc diéu hoa mién
dich ho&c thubc trc ché mién dich

- HLH)

* Bénh tim bdm sinh, (rc ché mién dich, suy gidm hé mi&n dich bam sinh/méc
phai, bénh xo nang, bénh phdi man tinh, bénh than kinh/than/gan man tinh,
bénh tiéu dwng/ bénh chuyén hoa.

Lopinavir/r (LPV/r, Kaletra®) 13 mét cong thirc phdi hop cua
lopinavir va ritonavir, trong d6 ritonavir tdc dung nhu mot chét
lam ting dugc dong hoc (ting cwdng). N6 cb san duédi dang vién
nén 200/50 va 100/25 mg hodc vién nang 133,3 / 33,3 mg vién
nang mém & mét sé quéc gia. C6 mot ché phdm dang léng véi
mui vi khé chiu (5 ml = 400/100 mg). Ché phim dang léng phai
dugc giit trong tu lanh. LPV/r chita 42% ethanol, 153 mg/ml va
proprylene glycol gy ddc cho tré sinh non/tré sd sinh.
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Liéu diing dang dung dich:
e =14 ngay (tudi sau sinh) va > 42 tuan (tudi thai) dén 6
thang (tudi sau sinh):
0 16/4 mg/kg hodc 300/75 mg/m2, 2 lﬁn/ngéy.
e =6thdng-18 tudi: 230/57,5 mg/m2, 2 lén/ngéy
0 <15kg: 12/3 mg/kg, 2 1An/ngay
o =15-40 kg 10/2,5 mg/kg, 2 lﬁn/ngéy (téi da
400/100mg 2 13n/ngay)
Liéu diing dang vién:
e 15-25 kg hodc 0,5-0,9 m®: 200/50 mg, 2 lén/ngéy
e 25-35kghodc 0,9-1,4 m?): 300/75 mg, 2 lﬁn/ngéy
e  35kghoic 21,4 m* 400/100mg, 2 lan/ngay.
Lopinavir/r nén dugc dung cling v§i bita dn. N6 ¢ dic tinh an
toan, dung nap tot va it déc. Cac tic dung phu bao gom tuwong tac
vGi thudc khéc, viém tuy, nhiém ddc gan, kéo dai khoang QT va
PR.
LPV/r 13 mét chit tc ché protease HIV-1 dugc sit dung thanh
cbng & tré nhiém HIV nhw 13 mét phan ctia liéu phap diéu tri két
hgp khang retrovi rit hoat tinh cao (PENTA Group 2015). Trong
dich SARS, LPV/r dugc khuyén cdo nhw mét lya chon didu tri.
Mbt nghién ctru gin diy & bénh nhan COVID-19 trudng thanh
khéng cho thiy hiéu quéa anh hudng dén két cuc chinh trong mot
thir nghiém 14m sang c6 kidm soat (xem chwong Piéu tri, trang
166). Miic dui di c6 nhiéu kinh nghiém diing LPV/r trong HIV,
hiéu qué cta LPV/r trong diéu tri COVID-19 van con la mét ciu
héi chua cé 1oi dép.
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Uc ché sw xAm nhép caa vi rit

Hydroxychloroquine (HCQ, Quensyl®) cé sdn duéi dang vién
200 mg. Lidu diing cho liéu tai & ngdy 1: 6,5 mg/kg (t6i da 400
mg) 2 1an/ngay; sau d6 3 mg/kg (t6i da 200 mg) 2 14n/ngdy trong
5-10 ngay.

Cloroquine (CQ, Resochin junior®, Resochin®) c6 sdn duéi dang
vién nén 81 hoic 250 mg. Liéu ding cho lidu tai ngdy 1: 8 mg/kg
(ti da 500 mg) 2 lﬁn/ngéy; sau dé 4 mg/kg (t8i da 250 mg) 2
1An/ngay, trong 10 ngly. Dang dung dich dudng udng cia HCQ
hoic €Q c6 thé dugc san xuit bsi khoa dwgc. Tac dung phu: anh
hudéng dén dwdng tiéu héa, bao gdm budn nén, nén, dau bung va
khé chiu & bung, bénh co, dc tinh 1én tim, bao gom réi loan
nhip (nhw kéo dai khoang QT) va bénh co tim. Nén do ECG truédc
khi diing thudc. €4 hai loai thudc 4i lirc cao v&i melanin va cé thé
ling dong trong cic biéu md cé chira melanin, gidi thich cho
bénh ly véng mac xay ra khi ding lidu tich liy cao (Schrezen-
meier 2020).

Hiéu qué ctia HCQ trong bénh viém khép dang thip phai cAn thoi
gian tir vai tudn dén vai thdng vi thudc cAn phai tich liiy trong
mo. Thoi gian ban hiy cta hai loai thudc nay twong d6i dai (40-
60 ngay) va ndng d6 HCQ/CQ trong huyét twong, mau va huyét
thanh c6 thé thay di doc 1ap. C6 rét it théng tin lién quan dén
ndng d6 thudc trong cic co quan “sau” vi du nhu phdi. Khéng rd
HCQ / €Q c6 téc dung diéu hdoa mién dich & bénh nhan COVID-19
& mirc d6 ndo trong thdi gian bénh ngin. Tic dung chdng vi rit
ctia ching qua viéc 13m ha d6 pH cua lysosome va do d6 trc ché
s xam nhip ctia vi rit vio té bao (Yao 2020, Zhou 2020). Kinh
nghiém ctia céc béc si nhi khoa véi HCQ/CQ (trir béc si nhi khoa
1am viéc v&i bénh sbt rét) 1a rat han ché. Cac nha chic trach &
Hoa Ky dang canh béo vé viéc sir dung rong rai HCQ/CQ trong
COVID-19  (https://mailchi.mp/clintox/aact-acmt-aapcc-joint-
statement).
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Piéu tri bing thudc diéu hoa mién dich

Co s& diing céc thubc didu hoa mién dich & bénh nhan COVID-19
xut phét tir cdc biéu hién manh cia céc cytokine hudng viém
(Interleukin-1 (IL1) va interleukin-6 (IL6)), chemokine (bdo cyto-
kine) va sy tiéu hao cac té bao T didu hoa, din dén tén thuwong
nhu mé phdi nhv d bo cdo & nhirng bénh nhén c6 két cuc x4u.
Uc ché IL-1 hodic IL-6 c6 thé thanh cong & tré em mic bénh (tw)
viém ((auto) inflammatory disease) (dugc dénh gid Niehues
2019). Tuy nhién, ca hai interleukin ciing 1a chia khéa cho déap
trng mién dich sinh 1y va tic dung phu nghiém trong ctia thudc
diéu hoa mién dich d3 dugc bdo cdo. & ngudi 16n mic COVID-19,
viéc diing thubc e ché interleukin-1/6 c6 thé hiru ich (xem
chuong Didu tri). T rong tinh huéng hiém gdp la tinh trang cta
dira tré xAu di do phan ng viém qua mirc va chiing khang véi
c4c phuong phép diéu tri khac, tocilizumab ho3c anakinra c6 thé
la mét lya chon.

Steroid (vi du: prednison, prednisonlone) cé sin duéi dang
dung dich ubng, vién nén hoic lo d tiém tinh mach. Liéu ding &
tré em 12 0,5 dén 1 mg/kg tiém tinh mach hoic ngay hai lan bing
dudng miéng. Sir dung steroid ngin han c6 it tic dung phu. Str
dung steroid sé& tdc déng dén tinh trang viém bing cich e ché
si tdng hop ctia mdt sé cytokine hudng viém va nhiéu tic dung
khéc. Viéc sir dung corticosteroids & tré em va ngudi l6n mic
héi chtrng suy hd hip cAp tién trién (ARDS) do Corona vius giy ra
con dang dugc ban luin (Lee 2004, Arabi 2018, Russell 2020). Sw
suy giam mién dich chdng lai vi rit do corticosteroid gay ra (vi
du: dé loai b6 vi rit SARS-CoV-2) c6 thé bit loi & nhirng bénh
nhéin méc COVID-19. Viéc sitr dung hydrocortisone lidu thap c6
thé mang lai lgi ich & ngudi 16n mic ARDS, trong khi viéc sir
dung hydrocortisone trong ARDS & tré em con nhiéu tranh cii.
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Tocilizumab (Roactemra®) cé sén trong céc lo 80/200/400 mg
(20 mg/ml). Lieu lwgng la

e <30 kg: 12 mg/kg tiém tinh mach, 1 1in/ngdy, c6 thé Lip
lai mbi 8 gid.
e 230 kg: 8mg / kg tiém tinh mach 1 lin/ngay (t8i da 800
mg)

Céc tac dung phu (dwa trén viéc st dung lau dai trong cdc bénh
viém khép man tinh va sit dung két hop véi cic thube diéu hoa
mién dich kh4c): nhidm khuin ning hoic nhiém tring co hoi, rbi
loan mién dich (phan ng phan vé, kich hoat dai thurc bao nguy
hiém tinh mang), bénh véy nén, viém mach mdu, tran khi mang
phdi, ting 4p dong mach phdi nguy hiém tinh mang, suy tim,
xudt huyét tiéu héa, viém ti thira, thing dudng tiéu héa (bai
tdng quan Niehues 2019).
Anakinra (Kineret®) c6 sin dwéi dang bng tiém 100 mg (du’o’c
bao quan & 4-8°C). Liéu diing 13 2-4 mg/ kg tiém dudi da 1 14n mdi
ngay khl tinh trinh viém qu4 mic vin con. Sau d6, giam lidu 10-
30% mbi ngly. Cac tac dung phu (dua trén viéc sir dung lau dai
trong cdc bénh viém man tinh va st dung két hop véi cac thube
diéu hoa mién dich khac): Nhiém tring ning hoic nhiém tring
co hoi nghiém trong, viém co tim nguy hiém tinh mang, rdi loan
mién dich, viém phdi, viém dai tring, viém gan, bénh ly néi tiét,
viém than, viém da, viém ndo, bénh vAy nén, bach bién, giam
bach cAu trung tinh (bai tdng quan Niehues 2019).

Liéu ph4p mién dich

Khing thé don dong téng hop chdng lai protein spike cua
corona vi riit hodic chdng lai thu thé ACE2 ho3c khang thé trung
hoa ddc hiéu chéng lai SARS-CoV-2 ¢6 trong huyét tuong tir
ngudi khoéi bénh ¢ thé cung cip kha ning bao vé nhung chwa
san c6.
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Interferon o dang hit d4 dwgc dung & tré em mic COVID-19
trong cic doan hé ban dau nhung khéng cé dir liéu vé tic dung
cta né (Qiu 2020). Interferon type-1 (vi du: interferon-a) la trung
tAm cta kha ning mién dich chdng vi rit. Khi corona vi rit (hoic
céc loai vi rut khic) xdm nhép vao vat chu, axit nucleic ctia vi rit
kich hoat cac yéu té diéu hoa interferon nhu IRF3 va IRF7 thiic
dAy qué trinh téng hop interferon type-I (IFNs).

Mau thufn v& lgi ich: Tim Niehues d nhin tidn ban quyén tc gia tir uptodate.com
(Wellesley, Massachusetts, M§) va h3 trg chi phi di lai trong qu4 trinh tw vin cho Co
quan quén Iy thudc chau Au (EMA), Ban chi dao ctia Mang luéi Nhi khoa chiu Au trong
didu tri AIDS - PENTA (Paediatric European Network for Treatment of AIDS) (Padua, Y),
Juvenile Inflammatory Cohort (JIR) (Lausanne, Thuy Si) va dén nim 2017, Sang kién
FIND-ID (durgc hd trg b&i Plasma Protein Therapeutics Association (Brussels, Bi).
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