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PAC PIEM LAM SANG VA CAN LAM SANG BENH NHAN COVID-19
NGUY KICH CO KHANG THE HIT DUONG TINH

Nguyén Hiru Tuan!, L& Thi Phwong Thao!, Tran Thanh Tung?,
V& Nguyén Anh Tho?, Hoang Thi Thay Ha!, Nguyén Ngoc Sang?,
Nguyén Thi Thao!, Nguyén Thj Thanh Thang?, L& Quéc Hung?

TOM TAT

Muc tiéu: Trinh bay mot loat truong hop
bénh nhan COVID-19 nguy kich c6 khang thé
HIT duong tinh duoc diéu tri tai bénh vién Cho
Ray tir thang 07 nim 2021 dén thang 02 nim
2022. Poi twgng va phwong phap nghién ciru:
Béo céo hoi ctu hang loat ca cac bénh nhan
COVID-19 nguy kich c6 xét nghiém duong tinh
v6i khang thé HIT bang phuong phap mién dich
héa phat quang da gid khang thé Anti-
PF4/Heparin véi diém cit 13 1,0 U/ml. Thong tin
vé gidi tinh, tudi, cac dic diém I1am sang va can
lam sang (hiéu gia khang thé HIT, khang thé
khang phospholipid, thoi gian tiép xuc Vi
heparin, sé luong tiéu cau ban dau va sé luong
tiéu cau thip nhit, nong d6 D-Dimer ban dau va
nong do cao nhat, tinh trang huyét khéi da duoc
xac nhan, nhiém tring tha phat, tha thuat can
thiép xam 1an va két cuc) cua céc bénh nhan da
dugc mo ta. Két qua: 18 bénh nhan da duoc dwa
vao bao cao hang loat ca cua chung t6i. Thoi gian
tiép xic vai heparin trung binh 1a 13,33 + 8,42
ngay. Hiéu gia khang thé HIT trung binh 1a 2,56
+ 1,91 U/ml. 2/18 bénh nhan c6 xét nghiém
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duong tinh véi khang thé khang phospholipid. Sb
lwong tiéu cau ban dau trung binh 1a 235,67 +
74,70 G/L va s6 luong tiéu cau thap nhat trung
binh 1a 60,89 + 51,12 G/L. Néng do D-dimer
trung binh ban dau 13 6481,61 + 14647,13 ng/ml
va néng d6 D-dimer cao nhét trung binh la
14194,72 £+ 16178,98 ng/ml. 11/18 bénh nhan bi
nhiém trang thtr phat. Hau hét cac tac nhan
nhidm khuan dwoc phét hién phd bién Ia
Acinetobacter ~ baumanii va  Klebsiella
pneumoniae. Vé diéu tri HIT, 7 bénh nhan duoc
ding argatroban va 3 bénh nhan duoc
rivaroxaban Vé két cuc cua bénh nhan, chi c6 2
bénh nhan séng sot. Két luan: Tur loat truong
hop cua chlng t6i, ching t6i nghi ngd rang bén
canh viéc tiép xdc lau va lién tuc véi heparin,
nhidm khuan thir phéat c6 thé 1a mot yéu té nguy
co quan trong ddi véi HIT & bénh nhan COVID-
19. Hon nira, d6ng duong tinh véi cac khang thé
khéng phospholipid c¢6 thé xay ra va lam phic
tap céc lra chon diéu tri. Cudi cing, nhitng bénh
nhan COVID-19 bi bénh ning c6 khang thé HIT
duong tinh duong nhu ¢6 ty 18 séng sot rat thap.
Tuy nhién, tién luwgng bénh co lién quan doc lap
dén HIT hay khong van can duoc tim hiéu ky
trong c&c nghién ctru trong tuong lai.

SUMMARY

Aims: We present a case series of critical ill
COVID-19 patients with positive for HIT
antibodies treated at Cho Ray Hospital from July
2021 to February 2022. Methods: This is a
retrospective case series report of critically ill
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COVID-19 patients who tested positive for HIT
antibodies using an Anti-PF4/Heparin antibody
chemiluminescent assay with a cut-off value of
1.0 U/ml. Demographic information (sex, age,)
clinical and laboratory characteristics (HIT
antibody titer, antiphospholipid  antibody
positivity, heparin exposure duration, baseline
and nadir platelet counts, baseline and peak D-
Dimer levels, confirmed thrombosis, secondary
infections, procedures indicated and outcome) of
the patients were described. Results: 18 patients
were included in our case series. Mean heparin
exposure duration was 13.33 + 8.42 days. Mean
HIT antibody titer was 2.56 + 1.91 U/ml. 2/18
patients were also tested positive for
antiphospholipid antibodies. Mean baseline
platelet count was 235.67 £ 74.70 G/L and mean
nadir platelet count was 60.89 = 51.12 GJ/L.
Mean baseline D-dimer was 6481.61 + 14647.13
ng/ml and mean peak D-dimer was 14194.72 +
16178.98 ng/ml. 11/18 patients had secondary
infections. Most common pathogens detected
were Acinetobacter baumanii and Klebsiella
pneumoniae. With regards to HIT treatment, 7
patients received argatroban and 3 patients
received
outcome, only 2 patients survived. Conclusion:
From our case series, we suspect that beside
long, continuous exposure to heparin, secondary
bacterial infections can be an important risk
factor for HIT in COVID-19 patients.
Furthermore, co-positivity with antiphospholipid
antibodies may occur and complicate treatment
options. Lastly, critically ill COVID-19 patients
with positive HIT antibody seemed to have a
very poor survival rate. However, whether this
phenomenon is related to HIT remains to be
investigated in future studies.

rivaroxaban  Regarding  patients’
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I. DAT VAN DE

Bénh COVID-19 do virus SARS-CoV-2
va cac bién thé cua nd dang dién ra trén
pham vi toan cau va tro thanh van dé stc
khoe duoc quan tdm nhat ké tir khi xuat hién
vao thang 12 nim 2019. Tinh t6i thoi diém
hién tai, bénh da cudp di sinh mang cua hon
5 triéu ngudi trén toan thé gisi (1). Bénh co
thé gay ra nhiéu triéu ching khac nhau, do
tac dong cua virus Ién nhiéu hé théng co
quan caa bénh nhan, trong d6 huyét khdi va
réi loan dong mau lién quan dén COVID-19
da duoc chirng minh 1a mét trong nhitng biéu
hién nghiém trong nhat cua bénh. Do do,
theo cac hudng dan di duoc cong bd, du
phong huyét khdi bang thudc khang dong,
dic biét 1a heparin trong lwong phan tir thap
(LMWH) va heparin khong phan doan
(UFH,) da tré thanh mot thanh phan chinh
trong diéu tri COVID-19 (2). Hon thé nixa,
nhitng bénh nhan (BN) nguy kich diéu tri
trong cac don vi cham sdc tich cuc (ICU) c6
thé can st dung heparin lidu cao va lau dai
trong cac thu thuat xam lan nhu tri liéu thay
thé than lién tuc (CRRT,) oxy hoa qua mang
ngoadi co thé (ECMO) hoic tham tach mau
ngit quang (IHD.) Tuy nhién, khi st dung
heparin 1a can thiét d6i voi BN COVID-19,
no6 ciing di kém véi ting nguy co giam tiéu
cau do heparin (HIT), mot tac dung phu
khéng phd bién nhung c6 kha ning gy tir
vong cua heparin. Hon thé nita, COVID-19
ciing ¢6 lién quan dén viéc gia ting ty lé
HIT, dic biét BN nguy Kich diéu tri tai ICU
(3). Do vay, diéu quan trong nhat 1a xac dinh
cac BN COVID-19 ¢6 nguy co HIT dé dua
ra huéng xir tri kip thoi ddi véi tinh trang do.
Tuy nhién, cac bao céo vé HIT & BN COVID-
19 chu yéu 1a cac bao cao truong hop don 1¢,
chung ta khong thé dwa vao dé dé cung cap
biic tranh toan dién vé HIT trong cac truong
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hop COVID-19. Do d6, trong bao cao nay,
chiing t61 d@ mo ta mot loat truong hop BN
COVID-19 c6 khang thé HIT duong tinh
duoc diéu tri tai bénh vién caa ching toi, véi
hy vong gitp 1am rd cac dic diém 1am sang va
can 1dm sang ctia nhom BN dac biét nay.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Chuing t6i da thuc hién mot bao céo hoi
cau hang loat ca BN COVID-19 nguy kich
duoc diéu tri tai Bénh vién Chg Ray, Thanh
phd HS Chi Minh tir thang 7 nam 2021 dén
thang 2 nam 2022 va nhitng nguoi da xét
nghiém duong tinh véi khang thé HIT bang
xét nghiém mién dich héa phat quang da gia
khang thé Anti-PF4/Heparin (HemosIL®
HIT-Ab) véi diém cit 12 1,0 U/ml. Thang tin
vé gigi tinh, tudi, cac dac diém 1am sang va
can 1am sang (hiéu gia khang thé HIT, khang
thé khang phospholipid, thoi gian tiép x(c
vé6i heparin, sé lugng tiéu cau ban dau va sé
luogng tiéu cau thap nhat, nong do D-Dimer
ban diu va ndng do cao nhat, tinh trang
huyét khbi da dugc xac nhan, nhiém tring
thir phat, thu thuat can thiép xam lan va két
cuc) cua c&c bénh nhan da dugc mo ta.

. KET QUA NGHIEN cCUU
Téng cong ¢6 18 BN (9 nit, 9 nam) dugc
dua vao bdo cdo loat ca bénh. Cac dic diém

lam sang va can lam sang cta BN dugc tdm
tat trong Bang 1. Tudi trung binh cua BN la
59,78 + 12,78 tudi. 14 BN dugc diéu tri
CRRT, 1 BN ECMO va 1 BN IHD. Thoi
gian tiép xdc véi heparin trung binh 1a 13,33
+ 8,42 ngay ddi véi heparin va 10,28 + 7,39
ngay d6i véi rieng UFH, 1 BN khong tiép
xuc véi UFH. Hiéu gia khang thé HIT trung
binh 1a 2,56 + 1,91 U/ml. 2 trong 18 BN c6
xét nghiém duong tinh vé&i khang thé khang
phospholipid (1 BN khang thé khéang
cardiolipin va 1 BN khang thé khang p2-
glycoprotein). Sé lwong tiéu ciu ban dau
trung binh 1a 235,67 + 74,70 G/L. S6 lugng
tiéu cau thap nhat trung binh 13 60,89 + 51,12
G/L. Nong do D-dimer ban dau trung binh la
6481,61 + 14647,13 ng/ml. Nong do D-dimer
cao nhat trung binh la 14194,72 + 16178,98
ng/ml. Chi ¢6 4/18 BN dugc chitng minh la
c6 huyét khoi. 11/18 BN bi nhiém tring thar
phat, dang cha ¥ nhat tac nhan Acinetobacter
baumanii  (6/18 BN) va Klebsiella
pneumoniae (6/18 BN). Cac tac nhan vi
khuan khac bao gém Escheria coli va
Enterococcus faecium. Lién quan dén diéu tri
HIT, 7 BN duoc dung argatroban va 3 BN
dugc dung rivaroxaban lam thudc khéang
dong thay thé heparin. Vé tién luong, 16/18
BN da tr vong.

Bdng 1: Péc diém bénh nhan COVID-19 nguy kich c6 khang thé HIT
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IV. BAN LUAN

Loat truong hop cua ching tdi cho thay
nhitng BN COVID-19 nguy kich cé khang
thé HIT duong tinh c6 mot sé dic diém 1am
sang va can lam sang khac biét c6 thé ching
t6 su quan trong trong viéc 1ap chién lugc
diéu tri cho nhém bénh dic biét nay. Pau
tién, chan doan HIT thuong yéu cau mot xét
nghiém mién dich va mot xét nghiém chuc
nang dbi véi khang thé khang PF4/Heparin
(4). Tuy nhién, cac xét nghiém chtrc ning rat
khé thuc hién, thoi gian lau va trong nhiéu
truong hop xét nghiem khéng cé san. Mac
khac, cac xét nghiém mién dich hién nay cé
d6 nhay va do dac hiéu ngay cang cao. Cu
thé hon, xét nghiém mién dich hoa phat
quang da gid ma chdng téi sir dung c6 do
nhay 1a 97,9% va d¢ dac hiéu la 93,1% vai
ngudng cat tir 1,0 dén 2,8 U/ml va do nhay
va do dic hi¢u theo tht tu lan luot 1én dén
98,3% va 97,5% ddi véi ngudng cat trén 2,8
U/ml (5). Do @6, trong khi ching t6i khong
thé xac dinh chan doan HIT, cac BN van ¢
nguy co rat cao bi HIT, dic biét 1a nhiing
ngudi ¢ hiéu gia khang thé trén 2,8 U/ml.

Mot khia canh khéac cua chan doan HIT
la su hién dién caa huyét khéi. Trong loat ca
cua chling t6i, chi c6 4 BN (22,22%) c6 chan
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doan huyét khéi trén 1am sang. Trong bbi
canh COVID-19, ty 1& huyét khdi trong sb
cac truong hop da xac nhan va nghi ngo HIT
dugc bao céo la khoang 60% [3]. Mot ly do
c6 thé giai thich cho ty 18 huyét khéi thap caa
chung t6i 12 do BN chua kip chan doan, vi
chung t6i da tiép nhan mot sb luong 16n BN
COVID-19 nang vao thoi diém d6. Hon nira,
hau hét cac BN trong loat bénh cua ching toi
da tir vong ngay sau khi c6 két qua khang thé
HIT duong tinh, cang han ché kha ning tim
kiém huyét khéi. Ngoai ra, nhiéu BN cua
chung t6i ¢6 s6 luong tiéu cau thap va nong
d6 D-Dimer cao & mic ban dau, tring Voi
c4c biéu hién hinh thanh huyét khéi som
trong phong thi nghiém, dic biét 1a huyét
khéi vi mach khong thé phat hién duoc bang
cac hinh anh hoc thong thuong. Bén canh do,
s6 lugng tiéu cau thap, nong d6 D-Dimer cao
va huyét khi 1a nhitng phat hién pho bién &
BN COVID-19 nang du c6 hay khéng c6 HIT
(6, 7). Do d6, cac bac si can ludn luu y vé HIT
trong khi diéu trj cho BN COVID-19 ngay ca
khi khong ¢ triéu ching, dé co thé chi dinh
va thuc hién cac xét nghiém kip thoi.

Hau hét cac BN trong béo céo cua ching
t61 déu diéu tri voi heparin lidu cao, lién tuc
nhu trong cac thu thuat ECMO hoac CRRT.
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Ty 1€ HIT dudi 1% & ca CRRT va ECMO (8,
9). Mét phan tich tong hop gan ddy da chi ra
rang trong khi ty 1¢ gop cua HIT trong
COVID-19 gan bang véi nhitng BN mic cac
tinh trang bénh 1y khac, HIT thuong gap hon
& nhirng BN COVID-19 nguy kich so véi cac
bénh 1y khac diéu tri tai ICU véi ty 18 1a
2,2% (3). Hon nita, theo phan tich tong hop
da dé& cap trude day, thoi gian tiép xdc voi
heparin trung binh 1a 13,5 ngay, tuong duong
v6i két qua cua ching toi (13,33 + 8,42
ngay) (3). Tuy nhién, trong loat ca ctia ching
t6i, c6 mot BN chi dugc didu tri 3 ngay
LMWH liéu thap dé diéu tri du phong huyét
khbi. Thong thuong, nguy co HIT & BN
ding LMWH dy phong 1a kha thap vai ty 18
0,2% S0 V&i nguy co lién quan dén viéc st
dung UFH (10). Tuy nhién, trong c&c béo
céo trudng hop trude day vé HIT & COVID-
19 ciing da ghi nhan it nhat 5 BN chi duoc
dang LMWH ¢ liéu du phong (3). Trong loat
truong hop cta chung t6i, ciing c6 1 BN chi
duogc diéu tri LMWH du phong trong 3 ngay.
Hon nita, 1 BN duoc bdo céo la khong tiép
xuc véi heparin (11), goi ¥ chan doan HIT
nguyén phat, mot rdi loan tién huyét khoi
duoc dic trung bai su hién dién cua khang thé
HIT ma khéng can tiép xtc voi heparin trudc
d6. Nhin chung, nhirng phét hién nay ciing
nhu cic quan sat ciia ching toi cang ¢ goi v
rang COVID-19 c6 thé lam ting kha ning
hinh thanh khang thé HIT c6 hoic khong co
yéu té nguy co kinh dién cua viéc str dung
UFH lau dai, dac biét 1a diéu tri tai ICU.

Vay céc yéu té nguy co ddi véi su hién
dién cua khang thé HIT & BN COVID-19
nguy kich la gi? Tu loat truong hop cua
ching t6i, ching tdi nghi ngd rang nhiém

tring thu phét c6 thé dong mét vai tro quan
trong trong hién tugng nay. Mdi lién quan
gitta nhidm tring va khang thé khéang
PF4/Heparin di dugc md ta trong mot sé bao
céo, voi nhitng vi khuin thuong duoc két
hop véi khang thé HIT bao gom
Staphylococcus aureus va Escherichia coli
(12). Cac nghién cau in vitro cho thdy PF4
c6 thé lién két voi bé mat vi khuan tich dign
am, do d6 tao ra cac khang thé nhim muc
tiéu vao céc phic hop PF4/polyanion, ching
han nhu phuc hop PF4/Heparin (12). Mot
bao cdo in vivo ciing cho thay ty 1& nhiém
tring & BN HIT ting gap 20 lan (13). Trong
loat trudng hop caa ching t6i, khoang 2/3 s6
BN da duoc chitng minh 1a bi nhiém tring
v6i cac tac nhan gay bénh pho bién nhat l1a
Acinetobacter baumanii  va  Klebsiella
pneumoniae. Mac du ¢6 rat it bang chang vé
moi lién hé gitra 2 loai vi khuan cu thé nay
va HIT, nhung chung t6i nghi ngo rang
ching c6 thé dong mot vai trd quan trong
trong su hinh thanh khang thé khang
PF4/Heparin. Do Acinetobacter baumanii va
Klebsiella pneumoniae ciling la nhitng tac
nhan gay bénh viém phéi bénh vien kha pho
bién (14), ching c6 thé 1a méi de doa quan
trong va nguy hiém dbi voi nhiing BN
COVID-19 nguy kich phai nam vién dai ngay.

Phuong thuc diéu tri HIT quan trong nhat
la thay thé heparin bang mot thudc khang
dong khac dé ngan ngira sy hinh thanh huyét
khbi va ngung san xuat khang thé. Tuy
nhién, viéc lya chon thudc khang dong ti uu
van con la van dé tranh cii. Thong thuong,
thudc khang dong tac dung truc tiép, dac biét
la thuéc wc ché thrombin tryc tiép nhu
lepirudin, danaparoid hoac argatroban duoc
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su dung (15). Tuy nhién, ¢ BN COVID-19,
c6 nhiéu yéu t6 c6 thé anh huong dén viéc
lya chon thudc khang dong. Thir nhét, khang
thé khang phospholipid 1a mét phat hién phd
bién trong COVID-19, véi ty ¢ 1én dén 50%
(16). Chung t6i ciing phat hién khang thé
khang phospholipid ¢ 2 BN cua chung t6i.
Céc khang thé khang phospholipid c6 thé 1a
mot trd ngai trong chan doan HIT, dic biét 1a
khi cac xét nghiém chuc ning khong co san
(xét nghiém phong thich serotonin (SRA) va
xét nghiém hoat héa tiéu cau phu thudc
heparin (HIPA)), vi chiing ciing c6 thé gay ra
giam tiéu cau va huyét khbi. Hon nira, sy
hién dién cua cac khang thé khang
phospholipid ¢ thé han ché sy lya chon
thudc khang dong. Theo mot sé nghién cuu,
thudc khang dong duong udng tac dung truc
tiép c6 thé lam ting nguy co hinh thanh
huyét khéi tai phat trong hoi ching khang
phospholipid (17, 18). Tuy nhién, quan sat
nay chi c6 thé gidi han ¢ huyét khdi dong
mach hoac BN c¢6 hoi chang khéang
phospholipid nguy co cao (16). Do do, co su
khéc biét giita cac huéng dan duoc cong bd
trén toan cau vé cac tinh trang huyét khoi
khac lién quan dén hoi chung khéang
phospholipid. Hon nita, hdu nhu khéng co
nghién ctu nao dugc thuc hién dé lam rd
chién lugc diéu tri t6i wu cho COVID-19 véi
khéang thé khang phospholipid dwong tinh. Vi
vay, chang ti tin rang thudc chéng dong tac
dung tryc tiép van c6 thé dugc sir dung cho
BN COVID-19 c6 ca HIT va khéang thé
khang phospholipid va khéng c6 bang ching
vé huyét khdi dong mach, cho dén khi co
bang chung goi ¥ khéc.
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Mot khia canh khac cua viéc lua chon
thudc khang dong & BN COVID-19 bi HIT Ia
hau hét ho déu c6 nhu cau thuc hién céc can
thiép xdm lan nhu CRRT hoic ECMO. O
nhitng truong hop nay, hau nhu luén duoc
chi dinh sir dung thudc khang dong lién tuc
va thubc khang dong duoc st dung phai dé
theo ddi va diéu chinh dé can bang giira nguy
co chay mau va huyét khdi. Do d6, cac thube
khang d6ng duong tiém cd pham vi diéu tri
dugc xac dinh rd rang nhu lepirudin,
argatroban hoac bivalirudin thuong duogc st
dung (4). Tuy nhién, da c6 nhitng bdo céao
méi xuat hién cho thay rang thudc khang
déng duong udng nhu apixaban hoic
rivaroxaban cd thé duogc st dung cho BN
nay, it nhat 1a tam thoi, dac biét néu cac lya
chon duong tiém khong co san (19, 20). Ca
nhan chldng t6i da c6 kinh nghiém st dung
rivaroxaban ma khong gap van dé gi & BN
COVID-19 bj HIT chay ECMO (21). Nhin
chung, chdng tdi tin rang su lua chon thubc
khang dong & BN COVID-19 ¢6 HIT duong
tinh, dac biét 1a nhitng BN thuc hién cac can
thiégp nhu CRRT hoic ECMO, van la mot
cau hoi mé va can duogc diéu tra ky ludng
trong cac nghién ctru trong tuong lai.

Cudi cung nhung khong kém phan quan
trong, vé tién luong, chi c6 2 BN cua ching
t6i sdng sot. Ty 18 tir vong nay vuot xa ty 1&
tir vong duoc béo cédo riéng biét cua HIT va
COVID-19 nguy kich. Mot nghién cau bao
céo rang ty 1é tir vong & BN COVID-19 ¢
xét nghiém HIT mién dich duong tinh la
50%, cao hon dang ké so véi ty Ié tr vong
cua tat ca BN COVID-19 can cham soc ICU
trong cung nghién cau (22). Tuy nhién, mbi
lién quan gitra HIT trén BN COVID-19 va



TAP CHi Y HOC VIET NAM TAP 520 - THANG 11 - SO DAC BIET - 2022

tién luong van chua rd rang, vi van con rat it
dir liéu v& nhdm BN cu thé nay.

V. KET LUAN

Sy hién dién khang thé HIT 1a mot bién
chiang hiém gap nhung c6 kha ning gay tir
vong ¢ nhitng BN COVID-19 nguy kich, cu
thé hon 1a nhimg ngudi can chiam séc ICU.
Do nhimng kho6 khin trong chan doan, cac yéu
t6 nguy co chwa duoc phat hién va sy khéng
chic chin lién quan dén chién luoc diéu tri
t6i wu cho nhitng BN nay, cac bac si phai
nhan dién sém kha nang HIT trong diéu tri
COVID-19 dé cai thién két qua diéu tri.
Ngoai ra, cac nghién ciru trong twong lai can
dugc tién hanh dé 1am rd nhiing bi an van
con an giau cua tinh trang nay, dac biét 1a cac
yéu té nguy co va cach diéu trj caa no.
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