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V. KET LUAN

Nghién clu da hinh gen A20, CYLD,
CEZANNE va n6ng d6 mot sO cytokine viém da
cho thdy mét s6 diém da hinh gen gdép phan vao
thay d6i bénh sinh va bi€u hién cla bénh bach
cau lympho gém: Diém da hinh Chr6137878507
(rs374987145) va Chr6137878514 (rs2114496684)
clia gen A20 lam giam déng k€ IL-6 & bénh nhéan
ALL. Piém da hinh Chr1149947772 cla gen
CEZANNE lam tdng TNF-B c6 y nghia & bénh nhan
ALL.
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KHAO SAT NONG DO KHANG THE KHANG NHAN
VA KHANG THE KHANG CHUOI KEP DNA O BENH NHAN COVID-19

Ta Thi Di¢u Ngan'2, Nguyén Pirc Tuin'?, Nguyén Thi Ngoc Lan'?

TOM TAT.

Muc tiéu: Khao sat néng do khang thé khéang
nhan (ANA), khang thé khang chudi kép DNA & bénh
nhan COVID-19. Phuang phap Nghién ctru trén 100
benh nhan COVID- 19 o} cac muc d6 khac nhau diéu tri
ndi trd tai bénh vién va 25 bénh nhan khong mac
COVID-19. Xét nghiém dinh Iu’dng khdng thé khéng
nhan bang ky thuédt CLIA, xét nghiém dinh lugng
khang thé khang chudi kep DNA (Anti-DsDNA) bang
phuang phap hoa phat quang trén he thong Maglumi.
Két qua: Khong cé sy khac biét vé nong do khang
thé khang nhan khang thé khang Ds-DNA va ty Ié
bénh nhan co tang nong do khang the khang nhan
g|Lra nhém mac COVID-19 va khéng mac COVID-19,
gilta nhém COVID-19 nang/nguy  kich VGi nhom
COVID-19 nhe/trung binh. Két qua nghlen ciu cung
cho thy, tai thdi diém nhdp vién, CRP tang cao cb
lién quan dén tinh trang COVID-19 ndng va nguy kich
(OR = 5,571; 95%CI: 2,325 - 13,350; p < 0,05). Két
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SUMMARY
INVESTIGATE THE LEVELS OF ANTINUCLEAR
ANTIBODIES AND ANTI-DOUBLE-STRANDED

DNA IN COVID-19 PATIENTS

Objective: To investigate the levels of
antinuclear antibodies and anti-double-stranded DNA
antibodies in COVID-19 patients. Methods: A study of
100 COVID-19 inpatients with different severity and
25 non-COVID-19 patients was conducted. Of them,
quantitative test for antinuclear antibodies using CLIA
technique and quantitative test for  anti-double-
stranded DNA antibodies using chemiluminescence
method on Maglumi system. Results: There was no
difference in antinuclear antibody levels, anti-Ds-DNA
antibodies, and the proportion of patients with high
levels of antinuclear antibody between the COVID-19
and non-COVID-19 groups, between the severe/critical
COVID-19 group and the mild/moderate COVID-19
group. At the time of admission, elevated CRP was
associated with severe and critical COVID-19 (OR =
5.571; 95%CI: 2.325 - 13.350; p < 0.05).
Conclusion: More research with a larger number of
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patients is needed to determine the increased levels of
antinuclear antibody and anti-Ds DNA antibody in
different severity of COVID-19 patients.

Keywords: COVID-19, antinuclear antibodies,
anti-double-stranded DNA antibodies, CLIA.

I. DAT VAN DE

Bénh viém dudng ho hap cap do ching mdi
cla virus Corona (SARS-CoV-2) dugdc phat hién
dau tién tai Vi Han, Trung Qudc vao thang 12
ndm 2019. Sau dé bénh da dugc T8 chic y té
thé gidi tuyén bo la dai dich vao ngay 11 thang 3
nam 2020 va da dugc dat tén la COVID-19
(corona virus disease 2019). K& tir d6 cho tdi
nay, thé gidi da chiing ki€n nhitng dién bién
phtic tap, nhiing tac dong nghiém trong ma dai
dich COVID-19 gay ra. Viét Nam cling da trai qua
4 dgt dai dich COVID-19 vdi toc do lay lan nhanh
va cac dgt dai dich xay ra sau déu cé xu hudng
phtc tap han trudc.

Khdng thé khang nhan (anti-nuclear
antibody, ANA) la mét nhém tu khang thé chdng
lai cac khang nguyen trong nhan t€ bao cla cd
thé,2 tir d6 gay ra cac bénh Iy tw mién phu’c tap.
Cho dén nay, ngudi ta da phat hién thay cé dén
15 loai tu khang thé khac nhau xudt hién sau
giai doan nhiém COVID-19 va thdy c6 mdi lién
quan gilta mdc d6 nang cia COVID-19 véi ty Ié
luu hanh cao clia cac khang thé khang nhén.
Nghién cllu & Bic cho thdy, 92% trong s6 11
bénh nhéan diéu tri tai khoa hoi sirc tich cuc dugc
phét hién thdy c6 khang thé khang nhan.? Trong
mot nghién clru hoi clru tuong tu tir Trung Quoc
trén 21 bénh nhan bi viém phéi ning do SARS-
CoV-2, cac tac gia cho thdy ty Ié tu khang thé
lién quan dén bénh tu mien dao dong tir 20 dén
50%.* Tuy nhién, mot s6 nghién c(ru khac lai cho
thay, cac bénh nhan mac COVID-19 khéng nang
cling ¢4 ty 1&é khdng thé khdng nhadn cao
(36,4%)> hodc bénh nhan COVID-19 théng
thudng cé néng dd khang thé khang nhan cao
hon nhom bénh nhan can diéu tri tai ICU.6 bay
la van dé dang dugc nghién clru va tranh luan.

Tai Viét Nam, cho dén nay chua cd nhiéu
nghién clru vé thay ddi khang thé khang nhéan
trong COVID-19. Trong khudn khé thuc hién dé
tai cdp Nha nudc vé COVID-19, ching t6i da
thuc hién nghién clru vé su xuat hién cla cac ty
khang thé & cac mirc d6 bénh khac nhau & bénh
nhan COVID-19. Két qua budc dau cho thay, ty
|é ANA dugng tinh phat hién bang ky thuat mien
dich huynh quang glan ti€p cia nhdém méc
COVID-19 giai doan cap cao hon so vdi nhom
khdng mdc COVID-19, ty I1&é ANA duong tinh 2+
trong nhdm COVID-19 ndng va nguy kich cao
han so véi nhom nhe va trung binh, tuy nhién su
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khac biét chua c6 y nghia thong ké.” Trong
nghién cffu nay, dé tim hiéu sdu hon vé su b
mat cua ANA, bang ky thuat CLIA, chung toi
thuc hién khao sat ndong do khang thé khang
nhan, khang thé khang chudi kép DNA & bénh
nhan COVID-19.

I1. DOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Pai tugng nghién clru

- Tiéu chudn chon nhom bénh: Tat ci
ngudi bénh >18 tudi, thod man 2 tiéu chi sau:
(1) bugc chan doan xac dinh nhiém SARS-CoV-2
bang ky thudt real time PCR; (2) Nhdp vién va
dugc theo doi diéu tri trong giai doan nhiém cap
SARS-CoV-2.

- Tiéu chuén loai trir: Bao gom (1) Phu nif
co_thai; (2) Ngudi c6 tién su mac bénh ly tu
mién dich ho#c cd tinh trang suy giam mién dich
hodc dang dudc su dung thuéc (c ché mién
dich; (3) Ngudi c6 mac cac bénh nén phdi hap
(ung thu, bénh thadn man tinh, bénh phdi man,
bénh ly gan man tinh, thira can, béo phi, bénh ly
huyét hoc (hong cau hinh liém, thalasemia)...;
(4) NguGi da tung dudc tiém vaccine phong
COVID-19 trudc do.

- Nhém chirng: 25 ngudi khoé manh, chua
bi mac COVID-19.

2.2. Thdi gian va dia diém nghién ciru.
Nghién ctru dugc tién hanh tai Bénh vién Dbai hoc
Y Ha NGi, TruGng dai hoc Y Ha NOi. Mau bénh
pham, hd sd bénh &n cta ngudi bénh tham gia
nghién cu dugc thu thap trong giai doan dich
COVID-19 xay ra va bénh nhan dugc diéu tri tai
bénh vién da khoa tinh Bac Ninh, bénh vién da
khoa tinh Bac Giang, bénh vién D3 Chién Binh
Duadng, bénh vién diéu tri nguGi bénh COVID-19
Hoang Mai, thudc bénh vién Dai hoc Y Ha Noi.

ThGi gian thuc hién nghién clru: 1/2022-
12/2023

2.3. Phuaong phap nghién ciru

- Thiét k& nghién clu: Nghién cfru mo ta cat
ngang.

- Phugng phap chon mau Chon mau thuén
tién. Chung t6i luva chon ngau nhién khoang 100
ddi tugng nghién cltu theo tiéu chuén lua chon
vGi cac murc do lam séng COVID-19 khac nhau
(nhe, trung binh, ndng va nguy kich) theo huéng
dan chan doan va diéu tri COVID-19 clia B Y té.

- Ngu@i bénh tham gia nghién clru dugc thu
thdp thong tin vé 1am sang va can lam sang tai
thdi diém nhap vién. Cac chi s6 xét nghiém dudc
thu thap gém: cong thirc mau, CRP, AST, ALT,
dién giai do, ty 1é Prothrombin, INR, APTT,
Fibrinogen.

- Ngoai ra, ngudi bénh dugc thu thap 1 mau
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mau trong vong 3 ngay dau sau khi nhap vién dé
thuc hién xét nghiém dinh lugng khang thé
khang nhan bang ky thudt CLIA, xét nghiém dinh
lugng khéng thé khang chuoi kép DNA (Anti-
DsDNA) bang phuang phap hod phat quang trén
hé thong Maglumi. Cac xét nghiém dugc thuc
hién tai Khoa xét nghiém, Bénh vién Dai hoc Y
Ha Noi theo quy trinh chudn da dugdc phé duyét.
MUc cut-off theo khuyén cdo cia nha san xuat
vdi két qua dinh lugng khang thé khang nhan 13
40,0 AU/mL va khang thé khang chudi kép DNA
(Anti-DsDNA) 13 30,0 TU/mL.

2.4. Phan tich so6 liéu. Sir dung phan mém
phan tich SPSS 20.0 d€ phan tich thong ké. S&
liéu dudc biéu dién dudi dang ty 1é phan trém va
trung binh va trung vi. Kiém dinh khi binh
phuong dudc st dung dé so sanh 2 ti 1&, so sanh
gia tri trung binh bang thuat toan T-test vdi bién
phan bd chuén, s’ dung Mann — Whitney test

Bang 3.1. Pdc diém vé tudi va gidi

hodc Kruskal Wallis test véi bi€én phan bd khong
chuén. Trong théng ké dugc coi la cd y nghia khi
p<0,05.

2.5. Pao dirc trong nghién ciru. Nghién
cltu st dung moét phan so liéu thu thap dugc tir
dé tai nghién cltu cap nha nudc “Nghién ctu xay
dung cc s dif liéu dot bién gene clia SARS-CoV-
2 tai Viet Nam” da dugc HOi dong bao duc
trudng Dai hoc Y Ha NoOi chdp thuan sO
546/GCN-HDDDNCYH-DHYHN ngay 07/7/2021.

Ill. KET QUA NGHIEN cU'U

Nghién clftu cua chdng toi thu thap dugc 100
d6i tugng nghién cltu d& mdc COVID-19, trong
dd c6 60 bénh nhan COVID-19 nhe/trung binh va
40 bénh nhan COVID-19 nang/nguy kich, dong
thdi ching t6i thu thap 25 ngudi chua tirng mac
COVID-19 thudéc nhom chiing. Cac két qua
nghién cu dudc thé hién trong cac bang sau.

< g Nhom COVID-19 nhe va| Nhom COVID-19 nang
bac diem trung binh (n=60) va nguy kich (n=40) P
Tudi trung binh 38,7 £ 16,4 47,4 = 14,3 0,009
L <60 tudi 51 (85,0) 31 (77,5)
Nhom tudi n(%) —gh7.5 9 (15,0) 9 (22,50) 0,427
. Nam 23 (38,4) 20 (50,0)
Gigi n(%) NTF 37 (61,6) 20 (50,0) 0,304

Nhén xét: Nndm COVID-19 n3ng va nguy kich cé tudi trung binh cao hon cd y nghia théng ké
vGi COVID-19 nhe va trung binh. Khong c6 su khac biét vé ty Ié nam va nif theo mic do bénh

COVID-19.

Bang 3.2. Méi lién quan giifa mét s6 chi s6 can Idm sang tai thoi diém nhap vién va

tinh trang bénh COVID-19

Chi so0 COVID-19 nhe va |[COVID-19 nang va OR
trung binh (n=60) | nguy kich (n=40) (95%CI) P
~ | Binh thudng 35 (58,33) 24 (60,0) 0,495
Bach cau Giam 25 (41.67) 16 (40,0) (0,100 - 2,453) | 025
= | Binh thudng 49 (81.,67) 36 (90,0) 0,933
Tieu cau Giam 11 (18,33) 4 (10,0) (0,333 - 2,618) | 0200
Ty 16 Binh thudng 52 (86,67) 34 (85,0) 1,147 0.555
Prothrombin|__ Giam 8 (13,33) 6 (15,0) (0,273 - 4,819) | ¥
— Binh thudng 6 (10,0) 2 (5,0) 2,111
Fibrinogen Téng 54 (90,0) 38 (95,0) (0,238 - 18,687)| 0673
Binh thudng 45 (75,0) 14 (35.0) 5,571
CRP T3ng 15 (25,0) 26 (65,0) (2,325 - 13,350 | 9000
Binh thudng 42 (70,0) 22 (55,0) 1,909
AST T3ng 18 (30,0) 18 (45,0) (0,675 - 5,399 | 9277
Binh thudng 29 (81,67) 30 (75,0) 1,893
ALT Tang 11 (18,33) 10 (25,0) (0,627 - 5,716) | 9230
Na Binh thudng 49 (81,67) 26 (65,0) 2,399 0.098
Giam 11 (18,33) 14 (35.0) (0,954 - 6,030) | %

Nhan xét: Két qua phan tich hdi quy don bién cho thay tai thdi di€ém nhap vién, CRP tdng cao cd
lién quan dén tinh trang COVID-19 nang va nguy kich, véi OR la 5,571 (p < 0,05).

Bang 3.3. Két qua dinh luong KTKN va khang thé khang DsDNA trong nhom ching va

nhom COVID-19
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, n Nhom chirng | Nhém COVID-19
Xet nghiem (n=25) (n=100) P

. .. <[Trung vi ("hd nh&t-18n nhat)| 12,32 (2,6-213,5) | 13,89 (0,5-400) | 0,377
N°“|?hgl‘-: k';?‘g% the =520 AU/mL, n (%) 20 (80) 88 (88) 0.330

9 <40 AU/mL, n (%) 5 (20) 12 (12) :
. [Trung vi ("h6 nh&t-16n nhat)| 8,00 (2,7-16,0) | 10,00 (2,2- 34,8) | 0,075
N°|'(‘hgéﬁ‘-; IBI;aSﬁ :he >30 1U/mL, n (%) 0 (0) 1(1) 0616

<30 1U/mL, n (%) 25 (100) 99 (99) '

Nhén xét: Khong cd sy khac biét gilra nhém mac COVID-19 va khong mac COVID-19 vé nong d6
khang thé khang nhan, khang thé khang Ds DNA va ty 1€ tang ndng d6 khang thé theo 2 ky thuat do.
Bang 3.4. Lién quan giira thay doéi nong dé KTKN voi mirc dé nang cua COVID-19

Nong dd khang thé khang nhan COVI?,}:IQ‘ ?rl"lssv:)trung COVIDk-it?‘ ?::%g)a nguy P
Trung vi (nhé nhat-I6n nhat) 14,42 (0,5-400) 12,85 (0,5-215,2) 0,06
~ , ~ >40 AU/mL 9 (15%) 3 (7,50%)
Phan miredo | —75-75/mL 51 (85%) 37 (82,50%) 0,353

Nhdn xét: Khong cd sy khac biét vé ndng do khang thé khang nhan va ty |1é ngudi bénh cé nng
d6 khang thé khang nhan trén 40 AU/mL gilra nhdm COVID-19 ndng/nguy kich va nhém COVID-19

nhe/trung binh.
Bang 3.5. Lién quan giira non

dé khang thé khang chudi kép DNA véi mirc dé COVID-19

Nong do khang thé khang chu6i| COVID-19 nhe va trung
kép binh (n=60)

COVID-19 nang va nhguy
kich (n=40) P

Trung vi (Nho nh&t-Lon nhat) 10,32 (2,2-29,23) 10,25 (2,3-34,8) 0,497
. | >30IU/mL 0 (0%) 1 (2,50%)
Phan mucdo  —_35q/m[ 60 (100%) 39 (97,50%) 0,13

Nhan xét: Nong dd khang thé khang chudi
kép DNA gilra hai nhém bénh nhan khong c6 sy
khac biét. Chi cd 1 bénh nhan thudc nhdm mac
COVID-19 nang va nguy kich c6 néng d6 khang
thé& khang chuoi kép DNA trén 30 IU/mL.

IV. BAN LUAN

Trong nghién clfu nay, ching t6i da thu thap
thong tin mot s6 chi s6 can lam sang nhu cong
thirc mau, sinh hod mau va dong mau cd ban
cla bénh nhan COVID-19 tai thsi diém nhap
vién, danh gid su thay déi cac chi s6 nay ciing
nhu maGi lién quan gilta cac chi s6 nay véi mic
dd bénh. Do nghién clru tuyén chon bénh nhan
COVID-19 & nhiéu cd s¢ lam sang khac nhau
trong giai doan dich COVID-19 dang dien ra, nén
chi thu thap dugc mét s6 xét nghiém cd ban ban
dau. Tai thdi diém nhap vién, phan tich hdi quy
don bién trong nghién cllu cda chdng t6i cho
thdy duy nhat néng do CRP la yéu t6 cd lién
quan dén muc d6 nang cua COVID-19 vdi OR la
5,571 (95% CI: 2,325 - 13,350) (p < 0,05).
N6ng dd CRP ting cao co thé lién quan dén viéc
san xudt qua mulc cac cytokine gay viém &
nhitng bénh nhadn mdc COVID-19, lam tén
thuong nhiéu cd quan lam cho dién bién lam
sang néng. Mdc CRP tdng cao co thé 1a dau hiéu
ban dau cd gia tri trong viéc du doan kha nang
tién trién bénh & nhitng bénh nhan méc COVID-
19. Nghién cttu ctia Ali va cs ciing cho thdy mdc
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CRP ¢4 thé du doan nguy cd dién bién ndng cla
bénh nhan mdc COVID-19.8 Nghién c(ru cla Luo
va cs da chi ra rang CRP la yéu td doc lap tién
lugng mic d0 bénh nang/nguy kich khi nhap
vién véi AUC = 0,783.°

Xét nghiém khang thé khang nhan bang ky
thuat MDHQGT trén té€ bao Hep-2 dudc coi la
phuong phap “tiéu chudn vang” dé phat hién
khang thé khang nhan bdi dé nhay cao, t&€ bao
Hep-2 c6 nhan I8n nén cé thé quan sat chi tiét
han, su phan bd cia cac khang nguyén dong
déu.l® Trong mot bai bao trudc day da dugc
dang nam 2024, chdng toi da s dung xét
nghiém khang thé khang nhan bang kj thuét
MDHQGT trén t& bao Hep-2 dé phat hién khang
thé khang nhan cta 125 ddi tugng nghién clru
nay. K&t qua cho thay, ty 1& phat hién khang thé
khang nhan duong tinh trong nhdm mac COVID-
19 cao hon c6 y nghia thong ké so vGi nhém
chua mac COVID-19 (27% so vGi 8%).” So vdi
ky thuat MDHQGT, k¥ thuat ELISA va CLIA don
gian va de thuc hién han. Ngoai ra, ky thuat nay
6 thé dugc tu ddng hda, két qua dugc bao céo
dudi dang don vi dinh lugng nhu AU/mL hodc
IU/mL. Do d6, ching cé tiém ndng tr@ thanh
phuang phap dugc sir dung ngay cang rong rai
khdng chi dé sang loc ma con dé phat hién
khang thé khang nhan cu thé. Tuy nhién su
tugng dong vé mat két qua clia cac ky thuat nay
can dugc chirng minh. Chinh vi vay ching toi da
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thr tién hanh khao sat do ndng dd khang thé
khang nhan bang ky thudt CLIA trong nhdm 125
bénh nhan nghién clu nay. Pay cling la mot
trong nhirng nghién ciru dau tién & Viét Nam sir
dung ky thudt CLIA dé€ dinh lugng ndng do
khang thé khang nhan & bénh nhan COVID-19
trong giai doan cap. Két qua cho thay, nong do
khang thé khang nhan dao ddng kha 16n & ca
nhém bénh nhan COVID-19 va nhém chiing, tuy
nhién khong co su khac biét gitta nhdm bénh va
nhém chiing vé& ndng dd khang thé khang nhén,
vé ty 1& bénh nhan c6 ndng dd khang thé khang
nhan trén 40 AU/mL. Dang chu v, trong téng s6
29 bénh nhan COVID-19 phat hién dugc khang
thé khang nhan bang ky thudt MDHQGT trén té
bao Hep-2 thi c6 tdi 18 dbi tugng nghién ciu cd
két qua xét nghiém dinh lugng khang thé khang
nhén bdng ky thudt CLIA am tinh. Su khong
tuong ddng vé mat két qua nay cd thé giai thich
la do dinh lugng ndng do khang thé khang nhan
bang ky thuat CLIA s dung dong thdi nhiéu tu
khang nguyén tai t6 hap trong. mot phan u‘nq duy
nhat. Do dé dan t&i mét s6 nhudc diém cla
phuong phap nay dé la d6 nhay khong cao do
kha nang lién két clia khang nguyén vdi tu’ khang
thé c6 thé khong tdt. Chinh vi vy, hién nay, mdc
du ky thuat dinh Iu’dng khang thé khang nhéan
CLIA cb thé - don gian dé thuc hién nhu’ng ky thuat
MDHQGT van dudc coi la tiéu chudn vang trong
phat hién tu’ khang thé khang nhan.

Ky thuat xét nghiém dinh lugng khang thé
khang chudi kep DNA cho thay, khong co su
khac biét v& nong do khang thé khang chudi kép
DNA giita cac mitc d6 bénh COVID- 19 véi nhau
va véi nhém chua mac COVID- 19. Trong nghién
clu chi c6 1 bénh nhan mac COVID-19 nghiém
trong cd néng d6 khang thé khang chuoi kép
DNA trén 30 IU/mL. Nghién clfu clia ching toi la
mot trong sO nhu’ng nghién clru dau tién tai Viét
Nam dé cap tGi ndng do khang thé khang chudi
kep DNA & bénh nhan mdc COVID-19. Nhitng két
qua trén ggi y dudng nhu khang thé khang chudi
kép DNA khéng phai la loai khang thé khang
nhan phS bién & bénh nhdn COVID-19 & ca
nhom nghiém trong va khong nghiém trong.

V. KET LUAN

V@i két qua nghién cru nay, mac du két qua
xét nghiém dinh lugng ndng dd khang thé khang
nhan bang k¥ thudt CLIA va dinh lugng khang
thé khang chudi kép Ds DNA déu chua cho thdy
su khac biét gitta nhdm mac COVID-19 ndng/
nguy kich véi nhdm mdc COVID-19 nhe/trung

binh, cé thé do s6 lugng bénh nhan nghién cliu
con it, va cling co6 thé 1a do nghién cltu cdt
ngang tai mot thdi diém nén chua thiy rd su
thay ddi nay. Tuy nhién, chdng tdi cling ghi nhan
ty 1€ nay cd xu hudng cao hon & nhdm bénh
nhan ndng khi danh gid bang tiéu chun vang la
ky thudt MDHQGT tur nghién cltu da dugc dang
trong nam 2024. Vi vay can nghién ctu trén so
lugng bénh nhan I6n hon va theo doi doc theo
thdi gian & cdc bénh nhan sau mic COVID-19 dé
dua ra két luan chinh xac hon vé mdi lién quan
gitta khdng thé khdng nhan vdi dién bién bénh
COVID-19.
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