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Viét tat
* COVID-19: Corona Virus Disease 2019
* SARS-CoV2: severe acute respiratory syndrome - corona virus 2
« DIC: disseminated intravascular coagulation (d6ng mau ndi mach lan téa)
« TMA: thrombotic microangiopathy (bénh huyét khdi vi mach)

Tém tét

Mé& dau: Bénh COVID-19 do virus SARS-CoV2 gay ra la mét dai dich bat dau vao
cudi nd&m 2019 va da lay nhiém cho khodng 600 triéu nguwoi va giét chét hon 6 triéu
nguoi. Ngoai tbn thwong phdi phd bién nhét, bénh ly déng mau do COVID-19 tirng
dwoc bao cao. TAm quan trong bénh ly ddng mau do COVID-19 nhw thé nao; bénh nén
dwgc chdn doan va diéu tri ra sao la nhirng muc tiéu cta bai tdng quan nay.

Bénh nhan va Phwong phap: Tdng quan y véan, tat ca nhitng bai bao trén PubMed
tr 12/2019 dén 4/2022 c6 céc tir khdéa COVID-19 hodc SARS-CoV2 kém hodc bénh ly
déng mau, huyét khbi ddong mach, bénh thuyén tic huyét khéi tinh mach, déng mau noi
mach lan tda, hdi chirng khang phospholipid hodc bénh vi mach huyét khéi dwoc str dung.

Két qua va Ban luan: Bénh ly déng mau & COVID-19 1a phé bién, gay ra ganh
ndng bénh tat va ttr vong cao. C6 nhiéu bidu hién lam sang khac nhau, ti» bénh ly mach
mau I&n nhu bénh thuyén téc huyét khéi tinh mach, huyét khéi dong mach dén bénh
mach nhd nhw déng mau ndi mach lan téa (disseminated intravascular coagulation -
DIC), bénh vi mach huyét khéi (thrombotic microangiopathy - TMA). Trong khi hiéu biét
vé bénh réi loan déng mau COVID-19 van con so khai va dang dwoc lam sang té, cac
nghién cru tim phwong phép diéu tri méi dang dwoc tién hanh théng qua cac nghién
ctu phan bd ngau nhién déi chirng mu doi sé gidp tim ra cac liéu phap hiéu qua hon.
Chung t6i sé trinh bay tat ca cac dang |am sang khac nhau vé rbi loan déng mau va cap
nhat ching vé tan suét, ganh néng, co ché bénh sinh, chan doan va diéu tri. Ching téi
s& md t& xem nhirng bién chirng nay gap phai hau hét 1a giai doan COVID-19 cép tinh
ho&c trong giai doan COVID-19 sau cép tinh (COVID-19 kéo dai hodc hau COVID-19).

Két luan: COVID-19 can duoc tiép can nhw mot bénh nhiém tring va dong thoi 1a mot
bénh noi khoa véi cac bién chirng déng mau da dang va phtrc tap. Tiép can toan dién nhw
vay c6 thé gitp cai thién tlr vong va tat bénh.

T khoéa: COVID-19, SARS-CoV2, bénh ly ddng mau

Abstract
COVID-19 associated coagulation disorderssecondary to COVID-19:
a literature review

Introduction: COVID-19 caused by SARS-CoV2 is a pandemic that started at the
end of 2019 and has infected about 600 million people and killed over 6 million people. In
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addition to the most common lung injury, COVID-19 coagulopathy contributes significantly

to morbidity and mortality.

Patients and method: Literature review
Results and discussion: Coagulopathy in COVID-19 is common, causing a high
burden of morbidity and mortality. There are many clinical presentations varying from

macrovascular diseases such as venous thrombo-embolism, arterial thrombosis to

small vessel disease such as disseminated intravascular coagulation (DIC), thrombotic
microangiopathy (TMA). While the understanding of COVID-19 coagulopathy is still in
its infancy and being elucidated, researches for new treatments are underway through
double - blind randomiased controlled studies that will help find more effective therapies.
We will present all the different presentations of coagulopathy and update them on the
frequency, burden, pathogenesis, diagnosis, and treatment. We will describe if these
complications be encountered mostly acute COVID-19 phase or in the post - acute
COVID-19 phase (long COVID-19 or post COVID-19).

Conclusion: COVID-19 needs to be approached as an infection disease and by the
sametime as a medical disease with diverse and complex coagulation complications.
Such a comprehensive approach might help improve mortality and morbidity.

Keywords: COVID-19, SARS-CoV2, coagulopathy

1.MO PAU

Vao cudi 2019 sy lan truyén cua mot loai virus
moi tén goi la SARS-CoV2 dugc phat hién tai Vil
Han, Trung Qudc [10]. Bénh lan nhanh sang Viét
Nam, Chéu Au, Hoa Ky, nhidu quic gia chau luc
va vi thé duoc To chic Y té thé gidi goi 1a dai
dich. Pai dich do SARS-CoV-2(COVID-19) gay
ra trén 500 triéu ca m6i méc va trén 5 triéu ca tir
vong chi tir 1/2020 dén 4/2022; tuy nhién con s6
nay nhiéu kha ning van thap hon thyc t& [10]. Tuy
da s bénh nhan 1a bénh nhe, bénh c6 thé gy bién
chimg nang nhu viém phdi, hdi chimg nguy ngap
ho hép cép, t6n thuong gan, than, tim trén cac
bénh nhan c6 tudi cao, béo phi, bénh dong mic. ..
Tuy véc xin d3 dwoc nhanh chong phét trién va
gitp giam dang ké tir vong, viéc nhiéu noi vic
xin chua tiép can dugc dbi twong nguy co, nhiéu
ngudi tir chdi sir dung véc xin, viéc nhanh chéng
¢6 cac bién chung moi, viéc con nhiéu bénh nhan
c6 co dia suy giam mién dich. .. van con lam bénh
dich nay tiép tuc lay lan, gdy tir vong va & tim
diém cua sy quan tim cua y gioi [27].

COVID-19 1am gidn doan con duong dong
méu va giy ra cac bién ¢ huyét khdi vi mach,
huyét khéi dong mach va tinh mach [2,10,25,35].
Céc bién c6 nay 1am gia ting bénh suét va tir vong
trén bénh nhan COVID-19 va doi hoi diéu tri phu
hop [2,11,15]. Cac hudng dan hién nay déu nhan
manh vai tro khang dong bén canh khang siéu vi
va khang viém [35,48]. Khang dong vi thé 1a mot
trong nhiing hudng nghién ctru quan trong voi
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nhiéu nghién ctru duoc tién hanh va qua do6 viéc
g dung cac két qua da giup cai thién tir vong
[13,39]. Trong bai nay chung toi trinh bay sy phd
bién, co ché, chin doan va diéu tri ciia cic bénh
ly dong mau lién quan COVID-19 (COVID-19
associated coagulopathy hay CAC) [42].

2. PHUONG PHAP NGHIEN CUU

Tong quan y vin, tat ca nhitng bai bao trén
PubMed tir 12/2019 dén 4/2022 c6 cac tir khoa
COVID-19 hoac SARS-CoV2 kém hodc bénh
ly dong mau, huyét khoi dong mach, bénh
thuyén tic huyét khdi tinh mach, dong mau noi
mach lan toéa, hoi ching khang phospholipid
hodc bénh vi mach huyét khdi dugc sir dung.
Tém tit duoe doc, chon loc va toan vin nhitng
nghién ciru tuong thich duoc tai ve.

3. KET QUA VA BAN LUAN

Nhing thé loai bénh thuyén tic huyét khbi

Huyét khdi 16n va nho ¢ dong mach va tinh
mach 13 nhiig biéu hién thong thuong nhét vé
bénh 1y déng mau ciia COVID-19. Céc biéu hién
bénh Iy déng mau & COVID-19 rét phong phii gdm
ca huyét khdi dong mach, huyét khéi tinh mach,
xuét huyét va tir vong qua mot phan tich gop trén
20 nghién ctru trén gan 20 nghin bénh nhan [40].

Céc biéu hién timg dugc bio cao gdom [46]

+ Huyét khéi tinh mach

+ Thuyén tic phdi

+ Dot quy
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+ Huyét khdi ndo

+ Huyét khéi tim

+ Huyét kh6i mac treo

+ Huyét khoi tinh mach cira

+ Huyét khéi dong mach chu

+ Huyét kh6i dong mach khac

+ Huyét khoi tinh mach khac

Bén canh cac huyét khéi mach mau 16m, su
hinh thanh cac huyét khdi vi mach qua céc bénh
canh dong mau ndi mach lan toa, bénh vi mach
huyét khdi... ciing 14 dic trung quan trong cua
COVID-19. Piédu nay duoc xac nhan qua cic
nghién ctru tir thiét, vi huyét khoi hién dién o
nhiéu mé co quan nhu phéi, ndo, hach... [30]

Tan suit Bénh doéng mau thir phat sau
COVID-19

Co t61 28% bénh nhan COVID-19 nguy kich
duogc udc tinh c6 bénh thuyén tic huyét khdi tinh
mach, bién chimg dong mau thuong nhat cia
COVID-19 [7,20].

Huyét khéi tinh mach duoc béo céo cé tin
sudt 27% va thuyén tic phdi 36% & bénh nhan
COVID-19 trong mot phan tich gdp tir 47 nghién
ctru trén sau nghin bénh nhan [22]. Tan suét bién
c¢b huyét khdi thuc thuong duge cho 14 cao hon
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tan suat duge bao cao do hau hét cac bao cdo déu
chi ghi nhan bénh thuyén tic huyét khdi cé triéu
chimg va viéc chan doan thuong dudi mic do
viéc tiép can cac xét nghiém chéan doan thuong
khé khin do nhitng quan ngai vé su lay lan dich
bénh [27].

Trong mét phan tich gdp tir 35 nghién ctru,
voi 9249 bénh nhan; tan suit bién c¢b huyét
khdi dugc bao cao 1a 17,9% véi tan suit bién
¢ huyét khdi bénh nhan khoa Cham séc dic
biét 1a 22,9% [2]. Nhu vy, tan sudt huyét khoi
duoc ghi nhan cao hon ¢ nhom bénh nhan
nang so voi nhom bénh nhan nhe hon [28].
Céc bénh nhan c6 D-dimer cao, dung khang
ddng dy phong chuan c6 nguy co cao hon bénh
thuyén tic huyét khdi [22]. Cac bénh nhan
COVID-19 ¢6 tan suét bénh thuyén tic huyét
khéi khac biét khong dang ké gitra 2 1an dai
dich nhung & lan dai dich 2 tir sut giam dén
47% c6 18 lién quan dén thé loai bién ching va
céc tién bo trong chan doan va diéu tri. Bénh
thuyén tic huyét khdi lién quan COVID-19
c6 tan sudt twong tu trén bénh nhan nodi khoa
nhap vién nhung thap hon tin suit duoc bao
cao trén bénh nhan ngoai khoa [40].
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Hinh 1: Tan suat bénh thuyén tic huyét khdi bao gdm huyét khdi tinh mach va thuyén tic phoi
duoc bao cao theo thoi gian va theo tirng nhém bénh nhan c6 SARS-CoV2 duong hay am [2]. PE:
pulmonary embolism (thuyén tic phdi); DVT: deep venous thrombosis (huyét khdi tinh mach).
Nguén: Aktaa S et al. Thrombosis Research (2021).
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Co ché bénh sinh duong dong mau binh thuong, [34] va giam

Co ché bao gém virus xam nhdp truc oxy md, [45] tuong tu co ché bénh sinh cua
tiép té bao ndi mac mach mau qua thu thé, hoi chimg bénh vi mach huyét khéi [31]. By
[1,6,15,47,26] hoat hoa b6 thé, [11,38,41] hoat  neutrophil ngoai bao di dugc bo céo trong
hoéa tiéu cau va tuong tac tiéu cau - bach cau huyét khdi mach mau phéi va mach vanh va
da nhan trung tinh, [4,18,29] bdy neutrophil  dugc dé xuat nhu 1a 1 co ché gay nhdi mau co
ngoai bao, [32,41,49] phong thich cytokine tim ST chénh 1én va huyét khdi ¢ bénh nhan
tién viém, [5] bat dong kéo dai, gidn doan con  COVID-19 [8].

A SAR-COV-2 tic déng lén té bio B. Qui trink viém phé nang | C. Bién chimg tic mach do covid
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Hinh 2: Co ché sy hinh thanh huyét khdi ¢ bénh nhan Covid-19. Nguon: Singhania N, Bansal S,
Nimmatoori DP, va cong su. American Journal of Cardiovascular Drugs (2020) 20:393-403

A: Su tuong tac ciia SARS-CoV2 véi cac té bao ndi mé (t& bao phé nang loai I, cac vong mao
mach cau than, mao mach rudt non, v.v.) MAét can béng ACE2 c6 thé thic déy tinh nhay cam voi
su lay nhiém SARS-CoV2 cuia cac loai t& bao nay. Hon nita, nhidm tring té bao va viém giy ra &
té bao ngoai mach va cac té bao ndi md c6 thé thuc ddy qua trinh chét theo chuong trinh tai chd va
giai phong cac cytokine gay viém. B: Qua trinh viém & phé nang dan dén phu phéi do dich viém va
r6i loan dong méau ndi mach. C: Téan suat cac bién chimg huyét khdi trong COVID-19D: Céc con
duong hinh thanh huyét khdi vi mach va mach méu 16n. Do phan tmg viém tai chd va sy san xudt
cytokine toan than, cac tiéu cau dugc kich hoat va twong tac v6i bach cau trung tinh. Qua trinh chét
ctia bach cau trung tinh ngoai bao (NETosis) ciing c6 thé kich thich san xuat thrombin va ling dong
fibrin. Sy du thira cua ling dong fibrin va ngimng phan hily fibrin dan dén huyét khéi ndi mach, va
cudi cling, cac bién ching huyét khéi tac mach trén 1am sang.

Trong mdt nghién ctru danh gia moé bénhhoc  ca tic mao mach do huyét khéi vi mach trong
ctia cac bién ching tim phdi ¢ 14 ca COVID  78.6% cac truong hop [16]. Huyét khdi cac
tor vong, dAu hiéu chia khoa 1a tic nghén mach  dong mach phéi cd vua cling dugc bdo cao
mau phdi do thuyén tic huyét khéi bao gdbm  trong 35.7% trudng hop, cac cuc huyét khdi
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nay s& dan dén nhdi mau phoi, xuat huyét va
b6i nhiém vi khuan [23]. Ngudi ta thay nhin
chung tan suat huyét khdi tinh mach luén co
khuynh huéng thip hon tin suit thuyén tic
phdi didu nay goi ¥ co 1& khong phai moi
truong hop tic dong mach phdi 1a do thuyén
tic voi huyét khéi tir tinh mach dén ma mot
s6 dang ké cac truong hop 1a do huyét khéi tai
chd dong mach phoi [3].

Ca 3 thanh t6 trong tam giac Virchow déu
bi anh huong trong bénh 1y dong mau ¢ bénh
nhan COVID-19. SARS-CoV2 tin cong cic
té bao biéu md phé nang, gy viém va bio
cytokine, gdy ting dong, viém ndi mac giy ton
thuong ndi mac va suy ho hip thuong giy bt
dong va @ tré dan dén tao huyét khéi va/hoic
huyét khéi thuyén tic [42]. Su ton thuong cac
té bao ndi mac thuong di kem khoi dong con
duong bd thé khong nhirng qua con duong

kinh dién ma con qua duong lectin; rc ché
duong lectin c6 thé mang lai loi ich 1am sang
trén mot s6 trudng hop [37]. Mot co ché kha di
khac cua nguy co cao tic dong tinh mach 1a sy
phat trién cta khang thé khang phospholipid
(aPL) [4]. Khang thé tinh khiét duoc phan
1ap tir bénh nhan c6 COVID-19 thuc day bay
ngoai bao trung tinh bt ngudn tir bach ciu
trung tinh phan lap tir nhitng ngudi khde manh
va khang thé tinh khiét dugc phén lap tir bénh
nhan c6 COVID-19 lam ting toc huyét khoi
tinh mach ¢ hai mé hinh chudt [48]. Mot ntta
) bénh nhan nhép vién véi COVID-19 tré nén
c6 khang thé ty mién dwong tinh (thuong gip
nhat 1a duong tinh voi khang thé aPL) [38].
Vai tro khang thé khang phospholipid trong
bénh ly dong mau ¢ bénh nhan COVID-19
dang duoc nghién ctru thém (xem hdi chung
khéang phospholipid bén dudi).

So'dd 1: Co ché SARS-CoV2 gay bénh 1y dong mau thong qua tam ching Virchow.
Ngudn: Ortega-Paz L, Capodanno D, Montalescot G, et al. J Am Heart Assoc. 2021
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Cic yéu té nguy co gy ting mic bénh Iy déng mau

Klok va cong sy dd chimg minh ty 1& mic cac bién ching huyét khdi & 138 bénh nhan
COVID-19 tai khoa Cham soc dac biét cao tdi 31% trong sb do 1a tan suit bién cb huyét khoi
thudong gip nhat 1a thuyén tic phdi (PE) (81%) nhu vay nam khoa Chiam soc ddc biét 1a mot
yéu t6 nguy co quan trong [21,19]. Trong bao céo cua Inciardi va cong su trén 99 bénh nhan
COVID-19, sau ARDS, cac bién chiing thudng gip nhat 1a huyét khdi tinh mach va huyét khoi
dong mach (1an luot 1 12% va 3%) vdi ty 16 méc bénh cao hon & nhitng bénh nhan ¢6 bénh ly
co ban vé tim so v&i nhitng bénh nhan khong c6 bénh 1y vé tim (1an lugt 14 23% so véi 6%) [19].
Trong nghién ciru ciia Guo va cong su, [17] rdi loan dong méau cép tinh xay ra thudng xuyén hon
trén nhirg bénh nhéan c6 néng do c¢Tnl cao hon so véi nhitng bénh nhan c6 ndng do cTnl mirc

binh thuong (1an luot 14 65,8% so v&i 20%) [17].
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Cic két cuc ciia bénh ly déng cAm mau trén COVID-19

Bompard va cong su da bao cdo mdi lién quan cua r6i loan dong mau vdi bénh nang hon va
két qua xau cia COVID-19 [9]. Trong s6 137 bénh nhan, ty 1¢ thuyén tac phoi don chung 1a 24%,
va ty 1€ nhap vién khoa Cham séc déc biét va thd may cao hon dang ké & bénh nhén ¢6 thuyén tac
phoi so v&i bénh nhan khong thuyén tac phoi (38% so voi 12%, khoang tin cay 95%, 1,03-1,58)
[25]. Bénh thuyén tic huyét khdi 1a nguyén nhan chinh giy gia ting nguy co nhap khoa Chim
soc dic biét gép 3 1an [42]. Gomez ghi nhén ting tdn suit nhap vién va thd may & bénh nhan
COVID-19 c6 bénh ly dong mau nhung khong tang tr vong [42]. Tuong tu, Arribalzagavdi 5966
bénh nhan khong ghi nhan gia tang tir suat [3]. Tuy nhién, & mirc cong dong Aktaa ghi nhan gia
tang tir suat do huyét khdi dong mach va tinh mach trong nam 2020 ké tir khi dai dich COVID-19

xuat hién (hinh 4) [2].
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Hinh 4: Tt suét theo thoi gian cua huyét khoi dong mach va tinh mach trong bénh vién va
trong cong dong trong 3 nim 2018 (khong COVID-19) va 2019, 2020 (c6 COVID-19).
(TE: thrombotic events).

Chin dosn

Chén doan bénh 1y dong mau do COVID-19
thuong bat dau trén 1am sang bang biéu hién
thiéu mau cuc bd mot co quan kem bé'lng
chtng truc tiép hay gian tiép cua huyét khoi.
Bang ching truc tiép qua sinh thiét/phau thuat
khong ludn hién dién vi tinh chat xam lan va
can thyc hién trén cac doi tuong nhiém co
nguy co lay lan dich bénh, vi thé tiép can chan
doan dya trén 1am sang, danh gia nguy co mic
lam sang tién test, thuc hién cac xét nghiém
phu hop, tng dung cac thang diém chan doan
va tudn thi cac huéng dan dé khoi dong dicu
tri 1a hét sirc quan trong trong thyc hanh 1am
sang [29]. Trong phan nay chang toi trinh bay
tiép can chan doan thuyén tic phdi (bénh dong
méau do COVID-19 thuong gip nhat) [28].
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Trong 12 nghién ctu khao sat cac thang
diém danh gid nguy co lam sang tién test
chan doéan thuyén tac phéi, Rindi va cdng su
ghi nhan thang Wells 1a thang diém 1am sang
thuong dugc st dung nhét, ¢6 gia tri, nhung
dién tich dudi duong cong AUC khong cao
(0,54) [39]. Thang CHOD la mot thang moi
dugc hinh thanh gitip chan doan thuyén tic phoi
0 bénh nhan COVID-19 nén c¢6 AUC cao hon
khi ap dung cho cung nhém bénh nhan nhung
chua duoc kiém ching ngoai & nhitng nhom
bénh nhan khac. Cac tac gia két luan cac thang
nguy co 1am sang tién test ¢ gia tri chu yéu
khi nguy co thap dic biét di kém véi D-Dimer
thap gitp loai trir thuyén tic phdi. V& vai tro
D-Dimer, Kwee ghi nhan D-Dimer co6 gia tri
tién luong duong rat thip ¢ bénh nhan ngoai
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trt, cao hon & bénh nhan ndi vién va cao nhat
& bénh nhan ndm khoa Cham soc dic biét [23].
Qua 71 nghién ctru, D-Dimer c6 do nhay 94%
va do dic hiéu 35% [23]. Nhiéu tac gia chon
diém cat D-Dimer khac nhau dé chan doan vi
vay diém cit thap nhat dugc Kwee khuyén cao
chon la 1000ng/mcL. Nén xem xét chi dinh
xét nghiém chan doan hinh anh cho thuyén
tac phoi néu D-Dimer trén 1000ng/mcL, va c6
thé loai trir thuyén tic phdi néu nguy co lam
sang thap va D-Dimer duéi 1000ng/mcL (tuy
nhién két luan nay can duoc chimg thuc bang
nghién ctru RCT phu hop) [23]. Mot khi 1am
sang nghi nhiéu thuyén tic phdi, chup cit 16p
dong mach phéi la xét nghiém dugc chon lya
vi sin co, wu thé trén bénh nhan c6 bénh phéi
san c6, giup chan doan xac dinh c6 huyét khoi,
gitp nhan dién va loai trir cac bénh kém theo
hoic bién chimg [48].

Cic bénh canh 1am sang cin chin dosn
phan biét

Dong mdau ndi mach rdi riac (DIC) va
COVID-19:

Niam 2001, Hoi Huyét khéi va Cam mau
qudc té (ISTH) da dé& xuit khai niém co ban
vé DIC nhu sau: Pay 1a mot hoi ching méc
phai dugc dac trung bdi kich hoat dong mau
trong 1ong mach & nhiéu vi tri phat sinh tir cac
nguyén nhan khac nhau. N6 khéi ngudn tir vi
mach, néu t6n thuong giy ra du nghiém trong
c6 thé dan dén rdi loan chirc ning cic co quan.
Biéu hién 1am sang cua DIC bao gdm tir kiéu
hinh huyét khdi dén kiéu hinh tiéu soi huyét,
va cac biéu hién chéng lép. Giai doan tiéu sogi
huyét duoc xem 12 mot rdi loan dong mau ti€u
thu. Kiéu hinh huyét khéi ciia DIC va dic diém
chinh rdi loan chirc ning da co quan la mot
bién ching thudng gip hon cua nhidm tring
huyét do vi khuan [48].

Céc bénh nhan COVID-19 thuong c6 giam
tiéu cau, D-Dimer ting va PT dai [35]. Pay la
nhing tiéu chi chan doan DIC. Do d6 nhiéu
bénh nhan COVID-19 ¢6 thé duge chan doan
DIC theo tiéu chuan ISTH [35]. Tan suat DIC
theo tiéu chuan ISTH & bénh nhan COVID-19
t vong la 71% so voi 0,4% & bénh nhan
COVID-19 khong tr vong [44]. Nhitng phat
hién gan day sau khi kham nghiém tr thi cho
thidy rang mé hoc & bénh nhin COVID-19
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pht hop: bao gdm déng mau va xuét huyét.
Tuy nhién, trong bénh 1y dong mau li€n quan
COVID-19 biéu hién xuat huyét thuong
khong phd bién bang. Khao sat tinh trang
doéng méu cho thiy ting dong 1a ndi troi trong
COVID-19. D-dimer tang rd rét trong khi
fibrinogen ting hodc binh thuong, s6 luong
tiéu cau giam dudi 100 x 1079/L thudng it gip
va PT 1a binh thuong o phan 16n bénh nhan. Vi
vay, trong hau hét cac truong hop bénh 1y dong
mau & bénh nhan COVID-19 khac v¢i réi loan
ddéng cam mau do tiéu thyu chang han nhu rdi
loan déng mau do nhidm tring huyét va DIC
vi bénh ly dong mau lién quan COVID-19 thi
thuong lién quan dén huyét khdi hon 1a chay
mau. Thuc té, nhiing khac biét nay 1a do sy
kich hoat dong mau ndi mach va huyét khdi
vi mach twong ddi khu tra ¢ tudn hoan phdi
trong bénh ly dong mau lién quan COVID-19
so voi su kich hoat dong mau c6 tinh chét toan
thé hon trong DIC. Ngoai ra, qua trinh tiéu soi
huyét bi ¢ ché trong bénh 1y dong mau lién
quan COVID-19 (CAC), c¢6 thé gop phan vao
kiéu hinh d& d6ng mau (prothrombotic) [38].
Bang 1: So sanh cac dic diém gitp phan
biét bénh 1y dong mau do huyét khong & bénh
nhan COVID-19 v6i dong mau ndi mach lan
téa (DIC) va bénh 1y dong mau do nhiém
khuén huyét (SIC). Ngudn: Ortega-Paz L,
Capodanno D, Montalescot G, et al. ] Am
Heart Assoc. 2021

CAC | DIC SIC
S6 luong tiéu cau Tl i l
D-dimer 7 " T
PT/aPTT © I} T
Fibrinogen 1 H !
Antithrombin > ) l
VWF ) ) T
FVIII ) Tl T
LA/aPL + - -
Huyét khoi " ) T
Xuat huyét i) i T

Hgi churng khdang phospholipid
Hoi ching khang thé khang phospholipid
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la mot chimg d& déng mau méc phai c6 kha
nang de doa tinh mang ma trong d6 bénh nhan
phat trién khang thé tu mién sinh bénh chdng
phosphohp1ds va protein gan két phosphohpld
Dé chin doan, thudong bénh nhan can biéu hién
khang thé khang phospholipid véi hiéu gid trung
binh hodc cao, qua 2 lan thir cach nhau 12 tuan
va c6 biéu hién huyét khdi. aPL hién dién & 52%
mau huyét thanh tir 172 bénh nhan nhap vién
v6i COVID-19 st dung ngudng quy dinh bdi
nha san xuét kit va hién dién & 30% bénh nhan
néu dung ngudng chit hon (>40 don vi didc hiéu
ELISA) [48]. Hiéu gia cao hon cua cac khang
thé aPL c6 lién quan dén su tang hoat tinh cua
bach ciu trung tinh, bao gbm viée giéi phong
bay ngoal bao ciia bach cau trung tinh, s6 luorng
tidu cau cao hon, bénh hé hip nang hon va toc
d6 loc cau than uée tinh 1am sang thap hon [48].
Trong mot phan tich gdp trén 21 nghién ctru,
gdm 11 599 bénh nhén; tin suat khang thé khang
phospholipid gop 1a 46.8%; trong dé thuong
gip nhit 1a LA. Ngudng dwong tinh thuong
st dung la >20U. Cac bénh nhan COVID-19
ning hon thudng ¢ cac khang thé hoi chimg
khang phospholipid nhiéu hon (bénh nhan khoa
Cham soc dac biét >> khong khoa Cham sdc
dic biét). O nhom bénh nhan COVID ning phai
nhép khoa Cham séc dac biét va nhom nguoi co
nén huyét thanh hoc c6 sin cac khang thé khang
phospholipid aPL, bi chan doan 1a APS sau khi
tiém vaccin SAR-CoV-2 loai mARN, dang APS
thuong gip nhat 13 dang CAPS (Catastrophic
AntiPhospholipid Syndrome - Ho§i chung
khang Phospholipid nguy hiém), con duge goi
1a hoi chimg Asherson, 1a tinh trang tic nghén
cép tinh va phuc tap nhiéu mach mau nho trén
nhiéu co quan khac nhau. Diéu tri hoi chimg
nay thuong bao gdbm khang dong, corticoid,
thay huyét tuong va/hodc IVIg. Nguoc lai, nhin
chung trong nhiing truong hop khac sy hién
dién khang thé khang phospholipid khong lién
quan cac két cuc xdu nhu khong lién quan ting
CRP, Ddimer, thd may, tu vong va c6 hay khong
bénh thuyén tic huyét khdi tinh mach. Nhu vay
c6 18 khong phai tat ca bénh nhan ¢ tu khang
thé khang phospholipid déu c6 hoi chimg khéng
phospholipid 1am sang. Trong nhiing cach ly
gii 1a ty khang thé khang phospholipid ¢ bénh
nhan COVID-19 ¢6 dudi nhéom khac (antiff2
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GPI - D4/5) ty khang thé & bénh nhan c6 hoi
chung khang phospholipid bénh 1y (antif2
GPI-D1). Céch thirc dé nhan biét bénh nhan nao
c¢6 khang thé khang phospholipid aPL c6 kha
ning gay biéu hién huyét khdi (nghia 1a c6 biéu
hién lam sang hoi chiing khang phospholipid)
van con chua duge biét 3. Tuy nhién, nhung
nhin chung nhirng phat hién ndy goi ¥ ring cac
tu khéng thé ¢6 thé 1a mot muc tiéu diéu tri tiém
nang trong COVID-19 nang.

Bénh vi mach huyét khoi (TMA)

Bénh vi mach huyét khdi khong phd bién
nhu hdi chung khang phosphohpld va/hoac
sy hién dién khang thé khang phospholipid
[4,40]. Toi nay, trén cac bénh nhan COVID-19,
chu yéu 1a nhimng ca 1am sang hodc loat ca lam
sang dugc bao cdo. Trong nhiing truong hop
nay, tdn thuong cac co quan nhu than, tim,
mit, than kinh... khong giai thich dwoc boi
nhitng nguyén nhan khac kém giam tiéu cau
< 150.000/mm* hoac giam 25% so trudc do
va thiéu mau tan huyét Coombs 4m tinh (gidm
hemoglobin, giam haptoglobin, ting LDH va
manh v& hong ciu) thudng goi ¥ bénh canh
TMA. Chin doan phén biét can tim cic nguyén
nhan khac c6 thé gay bénh canh TMA thir phat
va mot khi da loai trir cac nguyén nhan thu
phat, hoat tinh ADAMTS13 giup phan loai va
tiép can [41]. Trong COVID-19, thudng nhat
TMA c6 ADAMTSI13 > 10%, khong co tricu
ching tiéu hoa, khong dap ung véi thay huyét
tuong; diéu nay ching t6 co ché lién quan dén
bd thé do ton thuong ndi mac mach mau sau
COVID-19. Chan doan xac dinh thuong nho
vao sinh thiét co quan ton thuong ghi nhdn c6
huyét khdi vi mach va/hodc dap tng tot véi liéu
phap chdng bo thé eculizumab. Mic du khong
qua thuong gip, nim viing chin doan va tiép
can TMA s€ gitip cac bac si diéu tri hiéu qua,
phuc hoi chirc ning co quan va giam thiéu tir
vong cho cac truong hop COVID-19 ¢6 bénh 1y
déng mau c6 nguyén nhan va co ché bénh sinh
phuc tap [40,41].

4. PIEU TRI

Cic két qua tiv nghién cieu mi déi, phin
ngdu nhién va cé nhém chirng (RCT)

Nhimng nghién ctru hdi ciru ghi nhan sy
hién dién bénh ly dong mau trén bénh nhan
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COVID-19 ciing nhu cac nghién ctru hdi ciru
str dung khang dong khang két tap tiéu cau goi
¥ vai tro khang dong trong diéu tri. Flumignan
2020 trong bai tong quan Cochrane ghi nhan
dung khang déng cai thién tir suét so véi khong
dung khang dong ¢ bénh nhan nhdp vién vi
COVID-19 [13]. Tuy nhién, lidu cao (liéu diéu
trj) giup giam tin suat mic thuyén tic phéi, lam
tang nhe bién cb xuit huyét nhe va ning nhung
khong 1am giam tir suét.

Tuy nhién khong phai tri liéu nao cling dugc

xac nhan hiéu qua trong nghién ctru mu doi
phan bd ngiu nhién c6 nhom chung. Talasaz
tong két cac nghién ciru di va dang thuc hién
trén cac dan s bénh nhan khac nhau véi cac tri
liéu khac nhau (Bang 1) [44]. Cac nghién ciu &
bénh nhan ndi trd trén bénh nhan COVID-19 cép
thuong st dung heparin (khong phan doan hoac
trong lugng phén tir thp) vi heparin dugc chimg
minh ¢6 vai trd hd trg khang virus SARS-CoV2.
Chiing 6i trinh bay dudi dy cac két qua nghién
ctru phan b6 ngiu nhién c¢6 ching quan trong.

Bang 1: Cac nghién ctru khdng dong cho bénh nhan COVID-19 cho dén 2021.
Ngudn: Talasaz A. H., Sadeghipour P., Kakavand H. va cs. J. Am. Coll. Cardiol. 2021

Ngoai tru

Khoa Cham

Noi vién 3 ren Xuat vién
v soc dac biét ‘

Heparin (khong phan doan
hodc trong luong phan tir

th‘élp) lidu trung binh hay 2 nghién ctru | 25 nghién ciu | 17 nghién cuu Khong
licu cao
Tiéu soi huyét Khong Khong 6 nghién ctru Khong

Khang dong udng truc tiép | 7 nghién ctru | 6 nghién ciru Khoéng 2 nghién ctru
Aspirin 3 nghién ctu | 6 nghiénciu | 2 nghién ciu Khong
Khang két tap tiéu cau khac Khong S5nghién citu | 2 nghién ctru Khong

Trong mot nghién ctru 16n dang trén NEJM
[33,12], cac bénh nhan COVID-19 can nam
vién nhung khong can nam khoa Chiam séc dic
biét dugc ding khang déng hodc liéu du phong
hoic liéu diéu tri, cic bénh nhan dugc ding liéu
diéu tri c6 thoi gian khong can hd trg co quan
giam cai thién c6 y nghia thong ké. Tuy nhién,
0 nhitng bénh nhan COVID-19 néng trong khoa
Cham séc dic biét, khong co su khac biét vé két
cuc chinh (s6 ngay khong can hd trg co quan
hoic thoi gian séng sot dén khi xuét vién) giita
hai nhém diéu tri du liéu du phong hay lidu diéu
tri. Vi vay, thtr nghiém da bi dung lai vi v6 ich.
Ty 1& bénh nhan s6ng sot sau khi ra vién 13 tuong
tu & hai nhém 16n xay ra ¢ 3,8% bénh nhan duoc
chi dinh ding thudc khang dong lidu diéu tri
va & 2,3% bénh nhan dugc chi dinh diéu tri du
phong huyét khdi théng thuong bang thude; do
d6, khang dong heparin liéu diéu trj dugc khuyén
cao O bénh nhan khong khoa Cham soc¢ dac biét
nhung khong & bénh nhan khoa Cham soc dac
biét. Pbi v6i thuyén tic huyét khdi tinh mach
duoc xac nhan, diéu tri khang dong duogc khuyén
cao trong 3 thang [4, 10].

O céac bénh nhan COVID-19 xuét vién, phan
tich gop trén 11 nghién ctu voi 18949 bénh
nhan ghi nhan huyét khdi tinh mach c6 tan sut
0,8%, thuyén tic phoi 1a 1,5% va bénh thuyén
tac huyét khoi 1a 1,8%. Nghién ctru Michel 1a
nghién ctru tién hanh trén bénh nhan COVID-19
sau xuét vién, c6 nguy co cao, c6 do thanh thai
creatinine > 30mL/phut sir dung lidu dy phong
rivaroxaban 10mg/ngay cho dén 35 ngay lam
giam nguy co bénh thuyén tic huyét khdi co
triéu ching 67%, dac biét ¢ nhitng bénh nhan
c6 diém IMPROVE - VTE 2-3 va D-dimer cao,
hodc diém s6 IMPROVE - VTE >4 [36].

Cic khuyén cdo hién tai

Viéc tién hanh cac nghién ctru mui doi, phan
b6 ngéu nhién, c6 nhom chirng doi hoi thoi gian,
ngudn lyc vi thé khong thé d& dang thuc hién.
Céc khuyén céo hién nay khong nhirng dya trén
cac chimg ctr tir nghién ctru mu d6i, ngau nhién
ma con dya trén cac chirng cir kém manh hon.
Kyriakullis tong két 20 hudng dan quéc gia va
13 huéng dan qudc té vé diéu tri khang dong
& bénh nhan COVID-19 [24]. Cac hudng dan
déng thuén cao & mot sd bdi canh sau:
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+ Bénh nhén nhap vién vi COVID-19 it nhét
can khang dong du phong (81% cac huéng dan).

+ Bénh nhan COVID-19 c6 nguy co cao
can diéu tri khang dong (81% cac hudng dan);
tuy nhién liéu khang dong trung binh hay liéu
diéu tri day du (liéu cao) con khac biét gitra cac
hudng din: 56% khuyén cao lidu trung binh va
28% khuyén cao liéu cao.

+ Bénh nhan c6 chi dinh du phong bénh
thuyén tic huyét khdi mot khi c6 nguy co xuat
huyét hodc chéng chi dinh dung khang dong thi
nén dugc du phong khong ding thube (59% cac
khuyén c4o).

+ Bénh nhan COVID-19 cép xuit vién c6
nguy co cao nén tiép tuc du phong bang khang
dong (63% cac khuyén cdo).

Trong cac bdi canh khac, cac khuyén céo
con ¢6 nhiéu mau thuin.

Khuyén cdo Bo Y Té Viét nam vé diéu tri
chéng dong cho bénh nhan COVID-19.

Bo Y Té Viét Nam khang dinh khong phai
bénh nhan nao ciing can diéu tri khang dong. Cac
bénh nhan nhiém khong triéu chimg khong c6
chi dinh khang dong. Bénh nhan COVID-19 nhe
khong yéu t6 nguy co khong can diéu trj khang
d6ng. Tuy nhién, huéng dan ctia Bo Y Té nhin
chung diéu tri khang déng tich cuc hon so véi
cac hudng dan quéc té. O bénh nhan COVID-19
viém phoi khong ¢ suy ho hap, bénh nhan da
duoc chi dinh lidu dy phong ting cuong. O bénh
nhan suy hé hap khuyén cao Bo théng nhit véi
huéng dan thé gidi sir dung liéu didu tri khang
dong. Tuy nhién & bénh nhéan nguy kich, thé gioi
chi khuyén céo liéu dy phong, Bo Y t& khuyén
nghi néu khong c6 giam déng van st dung liu
diéu tri (Bang 2). Cac khuyén céo nay tuy tich
cuc chua hoan toan dua vao cac nghién ctru phan
b6 ngiu nhién ¢6 chimg. Mot nghién ciru ¢d mau
nho tai BV Cho Riy ciing khong chimg to duoc
str dung khang dong som cai thién két cuc [4].

Bang 2: St dung khang dong theo két qua can 1am sang
(Ngudn: Bo Y Té. Huéng dan diéu tri COVID-19 1/2022).

Cin cir xét nghiém Li¢u dy phong Liéu diéu tri
(chinh liéu theo BMI va chic ning than | (chinh liéu theo BMI va chitc ning thin
- xem Bang) -xem Bdng)
CRP Tang < 15 mg/L > 15 mg/L
Ferritin Tang < 1.000 ng/ml > 1.000ng/ml
D-dimer D-dimer ting tir > 2 dén < 5 lan ngudng [ ¢ > 5 lin ngudng binh thuong;
binh thuong e Ting nhanh gip 2 lin trong vong 24-
48h;
e Gip 2 binh thuong + diém Modified
Improve = 2-3.
IL-6 15 —40 pg/ml > 40 pg/ml
Bach chu Lympho | Chua giam — tham khao cac tiéu chuan | 0,8 G/l
khac
Bach chu trung tinh | Tang<10 G/l >10G/
Huyét khéi duge Khéng co huyét khéi — tham khao cac | C6
xdc dinh bing chin | ti€u chuan khac
do:in hinh dnh
Ton thwong phoi Chua ton thwong — tham khao céc tidu | C6
trén XQ chuan khac

Luwa chon khdng dong va liéu lwong

Tong hop cic nghién ciu va ching ct,
heparin bao gdm heparin trong luong phén tir
thip va heparin khong phan doan qua cac phan
tich dugc 1y cho thay ngoai vai tro khang dong
con ¢6 thé co thém vai tro khang siéu vi SARS-
CoV2. Vi vay, heparin liéu diéu tri duge wu
tién su dung ¢ nhiing bénh nhan COVID-19
nhdp vién ¢6 nguy co trung binh. Nhitng bénh

19

nhan COVID-19 nhép vién ¢ nguy co cao cac
chtng c&r cho thay hién chi nén st dung liéu
du phong. D4i véi cac bénh nhan ngoai tru,
heparin budc phai sir dung tiém truyén khong
thich hop vi vy rivaroxaban udng c6 duoc
nghién ctru. Cac nghién ctru mu doi ngau nhién
ching to hi€u qua rivaroxaban trén bénh nhan
COVID-19 xuét vién, c6 nguy co bénh thuyén
tac huyét khéi cao. Khong co nghién ctru nao
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chung t6 hiéu qua rivaroxaban trén bénh nhan
COVID-19 c6 suy ho hdp can nhap vién nhung
theo ddi truc tuyén ngoai tri. Trong giai doan
lan soéng thtr hai COVID-19 thang 7-11/2021
khi qua nhiéu ngudi mic COVID-19 nhap vién
va cach ly, viéc st dung rivaroxaban ngoai tra
dugc khuyén cao bai Bo Y té va So'Y té thanh
phd H6 Chi Minh. Liéu khuyén céo st dung 1a
lidu diéu tri 20mg/ngay néu bénh nhan c6 viém
phéi, suy hé hép thé oxy. Hién chwa c6 cac tong
két v& hiéu qua va tac dung phu chay mau vé
diéu tri khang dong ngoai trii ¢ giai doan nay.
Két luan vé loi ich rivaroxaban ngoai tri & bénh
nhan COVID-19 cdp c6 chi dinh nhép vién
nhung diéu tri ngoai tra truc tuyén con bo ngo.

5. KET LUAN

Bénh Iy dong méau lién quan COVID-19 gém
ca huyét khoi dong tinh mach 1an huyét khoi vi
mach. Trong d6 thudng gap nhit 1 bénh thuyén
tac huyét khdi tinh mach véi cac két cuc xau
nhu ting nguy co nhdp vién, nim khoa Chim
soc dac biét cling nhu ¢6 kha nang lam gia tang
tor vong. Mac dau xuét huyét co hién dién, cac
bién chimg dong mau phd bién hon. Cac co ché
bénh sinh lién quan dén t6n thuong qua trinh
viém, su hoat hoa céc té bao trong d6 co tiéu
cau, phong thich cac yéu t6 ting dong, @ tré va
tdn thuong ndi mac voi cac co ché lién quan
con duong bo thé. Tiép can chan doan can duoc
ca thé hoa vi COVID-19 néi chung va bénh ly
dong mau do COVID-19 néi riéng c6 phd 1am
sang rong thay doi theo co dia bénh nhan. Diéu
tri khang dong lidu diéu tri trong COVID-19
1a can thiét giup cai thién tir vong & cac bénh
nhan nhap vién khong nam khoa Cham séc dic
biét c6 nguy co cao. O nhitng bénh nhan nim
vién khac hodc ndm khoa Cham soc dic biét
khang dong lidu du phong dugc khuyén céo.
Céc bdi canh dic biét nhu déng mau ndi mach,
hoi ching khang phospholipid va bénh huyét
khdi vi mach can nghi t6i, chan doén va diéu tri
chuyén biét.
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