TAP CHi NGHIEN CU’U Y HOC

KHAO SAT KHANG THE KHANG NHAN CUA BENH NHAN
MAC COVID-19 TRONG GIAI DOAN CAP

Nguyén Thj Ngoc Lan"2*/, Nguyén Btrc Tuan'2, Ta Thj Diéu Ngan?
"Trrong Pai hoc Y Ha Noi
2Bénh vién Dai hoc Y Ha Noi

Nghién ctru duoc thuc hién nham khdo sét dac diém cla khang thé khang nhan (ANA) & bénh nhan
COVID-19 trong giai doan cdp bang ky thuat mién dich huynh quang gién tiép. Nghién ctru la nghién
ctru mé ta cat ngang trén 100 dbi twong nghién ctru mac COVID-19 va 25 déi tuwong nghién clu chua
méc COVID-19. Két qué mién dich huynh quang gian tiép cho théy ty 16 ANA duong tinh cta nhém méc
COVID-19 trong giai doan cép cao hon nhém chua méc COVID-19 (27% so véi 8%) va kiéu hinh thuong gap
clia nhém méc COVID-19 la kiéu hinh Speckled (chiém 44,4%) va Nucleolar (chiém 25,9%). Tai thoi diém
nhap vién, ty 16 ANA duwong tinh & nhém mac COVID-19 dién bién nghiém trong cé xu huéng cao hon nhém
méac COVID-19 khéng dién bién nghiém trong véi ty 16 lan luwot la 32,5% so véi 23,33%, trong do ty 16 ANA
duong tinh 2+ & 2 nhém trén Ian luot 1a 10% va 1,67%, tuy nhién sw khéc biét la chwa c6 y nghia théng ké.

T khéa: COVID-19, ANA, mién dich huynh quang gian tiép.

I. DAT VAN PE

Dai dich COVID-19 la mét bénh truyén
nhiém gay ra béi virus SARS-CoV -2, dich bénh
bat ngudn t&» Trung Quéc vao thang 12/2019
va nhanh chéng lay lan ra khap cac qubc gia
trén thé gi¢i. Tai Viét Nam, ca bénh COVID-19
dau tién dwoc ghi nhan vao ngay 23/01/2020
tai Thanh phdé H& Chi Minh, tinh t&i thang
12/2023, nwéc ta da trai qua 4 dot bung dich,
v&i trén 11 triéu ca nhiém, va 43 nghin ca t&
vong." Pai dich COVID-19 da gay ra nhiéu tén
that nghiém trong vé strc khdée nhan dan ciing
nhw anh hwéng tdi kinh té, x& héi clia ca nwoc.
Bénh COVID-19 c6é kha nang lay nhiém cao,
ngwdi mac bénh co thé khong cé triéu chirng,
triéu chirng nhe nhw sét, ho, dau dau, ngat mi
dén dién bién nang, nguy kich, t& vong. Ly giai
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cho didu nay 1a do c6 nhiéu yéu té anh huéng
dén mc do biéu hién bénh cta bénh nhan
COVID-19 nhw chdng virus, cac yéu té lién
quan téi vat chi ciing nhw nhitng yéu té6 moi
truwdng, xa hoi khac. Nhiéu nghién clru da chira
cac yéu té nhw tudi cao, gidi tinh nam, mac cac
bénh nén nhw ung thw, bénh ly man tinh... co
thé lam ting nguy co dién bién nang ciing nhw
t&r vong clia bénh nhan COVID-19.

Khang thé& khang nhan (anti-nuclear
antigens, ANA) la mét nhém ty khang thé da
dang chéng lai nhiéu khang nguyén la céac
thanh phan trong nhan té bao nhw chromatin,
nucleotid va nucleoplasm...? Trong nhi*rng nam
qua, vai trd ctia ANA trong co ché bénh sinh
cta nhiéu bénh ly nhw lupus ban dé hé thdng,
hoi chirng Sjégren da dwoc sang té. Gan day,
méi lién quan gitra ANA va tinh trang bénh cla
ngudi mac COVID-19 da dwoc nhiéu nghién
clru dé cap téi. Pascolini va céng sw da cho
thdy sw c6 mat ciia ANA & 33% bénh nhan
COVID-19 trong giai doan cap, dic biét cac
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bénh nhan cé ANA duong tinh cé xu hwdng
tién lwong xau hon dang ké so véi nhom ANA
am tinh.® Mot nghién ctru khac tai Trung Quéc
cho thdy 50% sé bénh nhan COVID-19 ning
can diéu tri hoi stee tich cye co biéu hién ANA.*
Tuy nhién, mbi lién quan nay van con nhiéu
tranh luan b&i nhiéu nghién clru khac dwa ra
nhitng quan diém khac biét nhw nghién ciru
clla Maedeh Vahabi hay nghién ctru Bilal Olcay
Peker lai cho thdy bénh nhan mac COVID-19
nang c6 hiéu gia ANA thap hon nhém méc bénh
nhe.’

Tai Viét Nam, da c6 mot sd nghién ctru vé
dap ng mién dich cGa co thé trong nhiém
SARS-CoV-2, ciing nhw méi lién quan ctia mot
s6 dau an sinh hoc nhw CRP, D-Dimer véi tinh
trang clia bénh nhan COVID-19."¢ Tuy nhién,
hién van chwa cé nghién clru danh gia vé ANA
@ bénh nhan COVID-19. Vi vay, chudng toi
thwc hién nghién ctru nay véi muc tiéu khao
sat khang thé khang nhan & bénh nhan méac
COVID-19 trong giai doan cép.

1. BOI TUONG VA PHUONG PHAP
1. Déi twong

Tiéu chuan Iwa chon nhém déi twong
nghién ciru chwra mac COVID-19

DPéi twong nghién cru (BTNC) chwa duoc
ghi nhan c6 tién st nhiém SARS-CoV-2 theo
quyét dinh 250/QP-BYT 2022 Hwéng dan chan
doan va diéu tri COVID-19 cta Bo Y té va am
tinh v&i xét nghiém dinh tinh khang thé khang
nucleocapsid clia SARS-CoV-2.

Tiéu chuan Iwa chon nhém déi twong
nghién ctru mac COVID-19

DPéi twong nghién clru dwoc chan doan va
phan loai mirc d6 bénh COVID-19: DPTNC dwoc
chan doan mac COVID-19 theo Hwéng dan
chan doan va diéu tri COVID-19 cta Bo Y té.
Mlrc do bénh ctia bénh nhan dwoc xac dinh la
murc d6 nang nhat trong thdi gian ké tr luc bénh

nhan nhap vién dén khi bénh nhan ra vién.

Phan nhém déi twong mac COVID-19:
Nhém méc COVID-19 khéng nghiém trong la
DTNC méc COVID-19 khong triéu chirng, triéu
chirng nhe, trung binh theo phan loai ciia B6
Y té. Nhém méac COVID-19 nghiém trong la
DTNC méc COVID-19 mi&rc d6 nang, nguy kich
theo phan loai ctia BO Y té.

Tiéu chuan loai tror

DTNC dwéi 16 tudi, PTNC Ia phu nir c6 thai,
DTNC da co6 tién st méc bénh ly tw mién dich
ho&c tinh trang suy giam mién dich, dang st
dung thudc rc ché mién dich. PTNC nghién
clu mac cac bénh nén co thé gay tang nguy
co biéu hién COVID-19, BTNC khong déng y
tham gia nghién ctu. DTNC thudc nhém méc
COVID-19 khéng triéu chirng, triéu chirng nhe,
trung binh da tiém vaccine phong COVID-19
trwde do.

2. Phwong phap

Thiét ké nghién ctru: Nghién ciru mo ta cat
ngang.

Thoi gian nghién cdteu: T thang 01/2022
- 12/2023.

Dja diém nghién ctru: Nghién clru dwoc
tién hanh tai Bénh vién Pai hoc Y Ha Noi,
Bénh vién Pa khoa tinh Bac Ninh, Bénh vién
Da khoa tinh Bac Giang, Bénh vién D& chién
Binh Dwong, Bénh vién Diéu tri ngudi bénh
COVID-19 Hoang Mai.

Phwong phap chon méau va c& mau
nghién ctu: Chon mau thuan tién. Trong
thoi gian tién hanh nghién ciru, chung toi da
Iwa chon dwoc 125 dbi twong nghién ctru dap
&ng tiéu chuan lwa chon va tiéu chuan loai trr,
trong dé c6 25 dbi twong thudc nhém chwa méc
COVID-19, 100 dbi twong thudc nhém méc
COVID-19.

Quy trinh nghién ctru

DTNC duwoc Iwa chon theo tiéu chuan Iwa
chon, tiéu chuan loai trir. Théng tin 1am sang,
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can lam sang ctia DPTNC mac COVID-19 duoc
thu thap tai ho so bénh an. Mau mau clta doi
twong mac COVID-19 dwoc thu thap trong
vong 3 ngay sau khi nhap vién va cha ddi
twong thuéc nhém chwa mac COVID-19 duoc
thu thap tai thoi diém ddng y tham gia nghién
ctu. Céac ddi twong nghién cru duoc lay 3ml
mau vao 6ng chéng dong, tach huyét thanh va
van chuyén t&i phong xét nghiém trong diéu
kién bao quan lanh sau d6 dwoc Iwu trir & nhiét
do6 -20°C. Tiép theo, ANA ctia DPTNC dwoc xac
dinh béng ky thuat mién dich huynh quang gian
tiép (MDHQGT) trén té bao Hep-2.

Xét nghiém phat hién ANA bang ky thuat
MDHQGT trén té bao Hep-2

Xét nghiém duoc thuwc hién bang bod kit
EUROIMMUN theo huwéng dan cha nha san
xuét. Nguyén ly co ban clia xét nghiém 14 trong
giai doan dau tién, cac khang thé d&c hiéu tw
mau bénh phdm da pha lodng sé lién két voi
cac khang nguyén cla t& bao Hep-2. O’ buéc
tiép theo, khang thé lién hop dwoc gan nhan
fluorescein (FITC) sé lién két v&i cac khang
thé d&c hiéu cé trong mau bénh phdm. Bang
cach kich thich v&i buwdc soéng twong wng,
phirc hop cé thé dwoc quan sat thay dui kinh
hién vi huynh quang. Két qua xét nghiém ANA
(&m tinh, dwong tinh), m&c do tin hiéu ANA
dwong tinh (dwong tinh 1+, dwong tinh 2+)
duwoc phién giai theo hwdng dan clia nha san
xuét va kiéu hinh ANA dwong tinh (Speckled,
Nucleolar, Cytoplasmic, Mitotic, Centromere
Homogeneous va céc kiéu hinh két hop) dwoc
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doc b&i chuyén gia co kinh nghiém theo hwéng
dan cla ICAP.

Bién sé nghién ctru

Théng tin chung vé BTNC: Tudi, gidi tinh,
phan loai mirc d6 bénh clia bénh nhan mac
COVID-19.

Théng tin ANA: Két qua ANA va kiéu hinh
dwong tinh cia BTNC dwoc xac dinh bang ky
thuat MDHQGT trén té bao Hep-2.

X ly sé liéu

Sé liéu dwoc nhap bang phan mém Microsoft
Excel 2016 va phan tich bang phan mém SPSS
20.0.

3. Bao dirc nghién ctru

Nghién clru s&r dung mau nghién ctu tl
dé tai cAp nha nuwéc “Nghién ctvu xay dung co
s& di liéu dot bién gen clia SARS-CoV-2 tai
Viét Nam” da duwoc Hoi ddng Dao dirc Trwdng
DPai hoc Y Ha Noi chdp thuan sé 546/GCN-
HDDBDNCYH-DHYHN. Nghién ctru tuan thu cac
quy dinh vé dao dirc nghién ciru y hoc, théng
tin thu thap dwgc ddm bao an toan va tinh riéng
tw.

lll. KET QUA

Trong tbng s6 125 DTNC, cé 25 dbi twong
nghién ctru dwoc xac dinh chwa méc COVID- 19
(chiém 20%) va 100 BTNC méc COVID-19 bao
gdm 50 BDTNC thudc nhém khéng triéu chirng
ho&c mirc dd nhe (chiém 40%) va 10 BTNC
mac COVID-19 mirc dd trung binh (chiém 8%)
va 40 DPTNC méc COVID-19 mirc dd nang va
nguy kich (chiém 32%).

Bang 1. Pic diém cua déi twong nghién clru

L Chung Nhéom chwa mac Nhém mac
Pac diem
(n =125) COVID-19 (n = 25) COVID-19 (n =100)
Tudi, Trung vi (Min - Max) 40,29 + 15,66 32,60 £ 10,50 49,76 + 14,83
Nhém tudi, <60 107 (85,6%) 25 (100%) 82 (82,0%)
n (%) > 60 18 (14,4%) 0 (0,0%) 18 (18,0%)
Nam 51 (40,8%) 8 (32,0%) 43 (43,0%)
Gidi, n (%)
N 74 (59,2%) 17 (68,0%) 57 (57,0%)
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Do tudi trung vi cha tt ca DTNC 14 40,29 +
15,66 tudi, ty 1& nam gi&i chiém 40,8%. Trong
nhém DTNC chwa mac COVID-19, dd tudi
trung binh ctia DTNC 1a 32,60 + 10,50 tudi, ty

I& nam gi&i chiém 32,0%. Trong nhém BDTNC
ma&c COVID-19, d6 tudi trung binh cia BTNC
la 49,76 + 14,83 tubi, ty 1& nam gidi chiém
43,0%.

Bang 2. Khang thé khang nhan caa déi twong nghién ciru

Nhém chwa mac Nhém méc
COVID-19 (n=25) COVID-19 (n = 100) P
Két qué Am tinh 23 (92%) 72 (73%) 003"
MDHQGT Dwong tinh 2 (8%) 27 (27%) ’
Speckled 1 (50%) 12 (44,4%)
Nucleolar 0 (0%) 7 (25,9%)
. Cytoplasmic 0 (0%) 3 (11,1%)
Kiéu hinh .
. Mitotic 0 (0%) 1(3,7%) -
duwong tinh
Centromere + Speckled 1 (50%) 1(3,7%)
Homogeneous+Speckled 0 (0%) 2 (7,4%)
Nucleolar + Speckled 0 (0%) 1(3,7%)

Ty 1@ BDTNC c6 két qua ANA duong tinh
trong nhém chwa mac COVID- 19 |a 8%, ty &
nay trong nhém da mac COVID-19 la 27%. Sw
khac biét gitra 2 nhém la cé y nghia théng ké

(A) Chtrng &m

Tai thoi diém nhap vién, ty 18 DPTNC c6 ANA
dwong tinh trong nhém mac COVID-19 khéng
nghiém trong va nhém méc COVID-19 nghiém
trong 1an lwot 1a 23,33% va 32,5%, trong d6 ty
& dwong tinh 2+ & 2 nhém lan lwot 13 1,67%
va 10%. Kiéu hinh thwong gap nhét cta ca 2
nhom 1a kiéu hinh Speckled (Bang 3).

(B) Kiéu hinh Speckled
Hinh 1. Mét s6 kiéu hinh ANA thwong gép cia nhém mac COVID-19

p < 0,05. Kiéu hinh thuweng gap clia nhém méc
COVID-19 la kiéu hinh Speckled (Chiém 44,4%)
va Nucleolar (chiém 25,9%).

(C) Kiéu hinh Speckled

IV. BAN LUAN

Trong th&i gian qua, vai trdo va anh hwéng
cla khang thé khang nhan (ANA) trong co
ché bénh sinh ctia nhiéu bénh ly khac nhau da
duwoc chirng minh. Gan day, méi lién quan gitva
ANA va COVID-19 da dwgc mét vai nghién ctru
dé cap tdi, tuy nhién co ché cda hién twong nay
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Bang 3. Khang thé khang nhan cua cac nhém déi twong nghién ctru mac COVID-19

Nhém mac
COVID-19 khéng
nghiém trong, n (%)

Nhém mac
COVID-19 ¢
nghiém trong, n (%)

) Am tinh 46 (76,6%) 27 (67,5%)
Ket qua Duong tinh 1+ 13 (21,7%) 9 (22,5%) 0,164
MDHQGT 9 A Sl ’
Dwong tinh 2+ 1(1,67%) 4 (10%)
Speckled 6 (42,7%) 6 (46,1%)
Nucleolar 5 (35,7%) 2 (15,4%)
. Cytoplasmic 1(7,2%) 2 (15,4%)
Kiéu hinh
Mitoti 1(7,2% 0 (0% > 0,05
duong tinh fone ( ) (0%)
Centromere + Speckled 1(7,2%) 0 (0%)
Homogeneous+Speckled 0 (0%) 2 (15,4%)
Nucleolar + Speckled 0 (0%) 1(7,7%)

van chua that sang td. Nghién ciu trwdc day
da chira rang ANA c6 thé xuét hién do qué trinh
tai hoat dong té bao plasma va té bao B tw phan
(ng th&r phat sau qua trinh nhiém trang.” Trong
bdi canh clia nguwdi mac COVID-19, qua trinh
diéu hoa mién dich da tang cwéong hoat dong
clia cac té bao plasma va té bao B, c6 thé bao
gbm ca dong té bao tiét tw khang thé.8 Trong
nghién ctu nay, két qua cho thay ty 1& ANA
duwong tinh cia nhém BDTNC méc COVID-19
trong giai doan cap 1a 27%. Két qua trén c6 sw
twong déng v&i nghién clru cla Pascolini khi
trén 33 ddi twong bénh nhan mac COVID-19 tai
Tay Ban Nha va&i ty 16 ANA dwong tinh 1a 33%,
hay nghién clru cila Gazzaruso trén 45 bénh
nhan méc COVID-19 va&i ty 18 ANA dwong tinh
la 35,6%.3 Mot s6 nghién ctu khac cho thay ty
& ANA dwong tinh trén bénh nhan COVID-19
cao hon so v&i nghién ctru clia ching téi nhw
nghién ctru clia Taeschler vai ty 1€ ANA dwong
tinh 1a 48%, hay la nghién clru cla Sacchi
voi ty 1€ ANA dwong tinh [én t&i 57,3%.%°
bang chua y, chung téi ghi nhan sy khac biét

vé ty 18 ANA dwong tinh ctia nhém DTNC méc
COVID-19 trong giai doan cap va nhém chua
mac COVID-19 14 c6 y nghia théng ké. Két qua
trén twong ddng véi nghién ctvu cla Bilal Olcay
Peker v&i ty 16 ANA duwong tinh trong nhém
mac COVID-19 1& 18% va nhém chwa méc
COVID-19 la 2%.5 Tuy nhién, c& 2 nghién ctru
déu c6 han ché b&i c& mau nghién clru nho va
chwa c6 nhitng bédo céo vé ty I& ANA duong
tinh chung cta quan thé.

Cac ky thuat thuwong dwoc st dung dé phat
hién ANA trong cac nghién ctru trén thé gioi 1a
k§ thuat MDHQGT trén té bao Hep-2 va kj thuat
ELISA, CLIA... Trong do, ky thuat MDHQGT
trén t& bao Hep-2, day duoc coi la phuwong
phap “tiéu chudn vang” dé phat hién khang
thé khang nhan bi do nhay cao, t& bao Hep-2
¢ nhan 1&n nén coé thé quan sat chi tiét hon,
dong thoi sy phan bd ctia cac khang nguyén
rat ddng déu." Bén canh viéc cung cép théng
tin v& sw c6 mat ctia ANA, k§ thuat MDHQGT
trén té bao Hep-2 cé thé dbng thoi cung cép
kiéu hinh huynh quang dwong tinh tr dé goi
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y loai ANA trong huyét thanh cta bénh nhan.
Trong nghién ctru cla chung téi, kiéu hinh ANA
dwong tinh thwéng gap nhat trong nhém BDTNC
mac COVID-19 la kiéu hinh Speckled va dirng
th(r hai la kiéu hinh Nucleolar. Loai ANA thuwdong
gép dbi voi kiéu hinh Speckled 13 anti-Sm, anti-
SSA, anti-SSB, anti-TIF1pB, anti-TIF1y con dbi
véi kiéu hinh Nucleolar 1a anti-PM-Scl75, anti-
PM-Scl100, anti-RNA-Polymerase ... Két qua
trén khac biét véi nghién ctu clia Bilal Olcay
Peker va cong sw khi kiéu hinh Nucleolar chiém
ty 1& cao nhat trong khi kiéu hinh Speckled
chiém ty 1& rat thip. Su khac biét nay cé thé ly
giai do khac biét vé& quan thé nghién ctu va c&
mau, d&c biét khi nghién cru cla Bilal Olcay
Peker chi ghi nhan 9 bénh nhan cé két qua
MDHQGT duwong tinh.®

Khi phan tich sdu hon trong nhém BTNC
mac COVID-19, két qué nghién ctru ctia chiing
t6i cho thay, ty 1&6 DTNC cé ANA dwong tinh tai
thoi diém nhap vién trong nhém mac COVID-19
nghiém trong la 32,5% trong d6 nhdm duwong
tinh 2+ chiém 10%. Ty l& nay trong nhém
mac COVID-19 khéng nghiém trong lan lwot
la 23,33% va 1,67%, tuy nhién sy khac biét
gitra 2 nhoém la chwa cé y nghia théng ké. Két
qua trén khac biét v&i nhiéu nghién ctru truéc
day nhw nghién ctru cia Pascolini (2021) chi
ra cac bénh nhan cé tw khang thé dwong tinh
c6 xu huéng tién lwong xau hon dang ké so
v&i nhom ANA am tinh.® Ngworc lai, nghién clru
cla Maedeh Vahabi va nghién ctru Bilal Olcay
Peker lai cho thdy bénh nhan mac COVID-19
can diéu tri ICU ¢6 hiéu gia ANA thdp hon nhém
khéng can diéu tri ICU.* Nguyén nhan cla sw
khac biét nay co6 thé do quan thé, tiéu chuan
Iwra chon BDTNC khac nhau va dac biét la phén
I&n cac nghién clu déu cé ¢ mau twong dbi
nhd, sb lwong DTNC cé ANA dwong tinh khéng
nhiéu. Mat khac, trong nghién ctru ctia ching
t6i, c6 sy khac biét vé& d6 tudi clia cac nhém

DTNC, nguyén nhan cla han ché nay chi yéu
la do cac tiéu chuan trong viéc lwa chon DTNC
khién cho chung t6i gap kho khan trong viéc
thu thap BTNC, dac biét Ia nhom DTNC trén
60 tudi. Do do6 chang t6i mong muébn c6 nhirng
nghién clru tiép theo véi c& mau I&n hon, cd
thé tién hanh theo déi doc dé lam sang té hon
méi lién quan gitra ANA ciing nhw céc loai tw
khang thé khac va tinh trang bénh cla ngudi
mac COVID-19.

V. KET LUAN

Ty 1& ANA dwong tinh cta déi twong méc
COVID-19 trong giai doan cép cao hon ddi
twong chuwa mac COVID-19. Ty |é khang thé
khang nhan dwong tinh tai thdi diém nhap vién
ctia nhém mac COVID-19 nghiém trong cé xu
hwéng cao hon nhém mac COVID-19 khéng
nghiém trong, tuy nhién sw khac biét la chwa cé
y nghia théng ké.
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Summary

SURVEY OF ANTINUCLEAR ANTIBODY OF PATIENTS
WITH COVID-19 IN THE ACUTE PHASE

The study was conducted to investigate the characteristics of antinuclear antibodies (ANA)
in COVID-19 patients during the acute phase using an indirect immunofluorescence technique.
The study is a cross-sectional descriptive study of 100 research subjects with COVID-19 and
25 research subjects without COVID-19. Indirect immunofluorescence results showed that the
positive ANA rate of the COVID-19 group in the acute stage was higher than the group without
COVID-19 (27% vs. 8%); the common phenotype of the group with COVID-19 is the Speckled
(44.4%) and Nucleolar (25.9%). At the time of admission, the rate of positive ANA in the group
with severe COVID-19 tended to be higher when compared with the group with non-severe
COVID-19, with rates of 32.5% versus 23.33%, respectively. The rate of positive ANA 2+ in
the two groups is 10% and 1.67%, respectively, but the difference is not statistically significant.

Keywords: COVID-19, ANA, indirect immunofluorescence, chemiluminescence immuno.
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