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trudc bang ky thudt ACDF hodc corpectomy md
rong. Két qua cho thay nhom ti€p can trudc dat
ty 1é cai thién van dong than kinh trén 85%,
trong khi bién chiing lién quan dén ti€p can
(nudt kho, khan tiéng) chi chiém dudi 10% va
déu hoi phuc trong vong 3 tuan [71 Nghién clru
nay nhdn manh rang, trong tay phau thuat vién
c6 kinh nghiém, ACDF khong chi la mot Iua chon
thay thé ma con la chién lugc téi uu & nhitng
nang mang nhén chén ép mat trudc tly song.

IV. KET LUAN

Nang mang nhén trong mang cling vung cot
s8ng cd la mdt nguyén nhan hiém gép nhung cd
thé gay chén ép tuy dang k&, véi biéu hién 1am
sang tién trién &m tham nhu yéu t& chi. Trong
nhifng trudng hdp nang nam & mat trudc tay
song, ddc biét cd kem bi€n dang tuy va thoat Vi
dia dém, phau thuét bdc nang vai dudng mé 16i
trudc nhu ACDF la mot lua chon t6i uu. Perdng
phap nay khong chi gitp g|a| ép hiéu qua ma con
dam bao su 6n dinh cot sdng sau phau thuét, vai
ty 1€ cai thién than kinh cao va bién ching thap
néu dudc thuc hién bdi phau thuat vién kinh
nghiém. Ca bénh lam sang cla chidng toi goép
phan lam rd vai trd cla tiép can phau thuat I0i
truGc trong diéu tri nang mang nhén cot song
cd, déng thsi nhdn manh tdm quan trong cua

viéc chan doan sém va lva chon chién lugc phau
thuat it xam lan phu hgp nham t6i uu hda két
qua diéu tri cho bénh nhan.
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LIEN QUAN PA HINH GEN A20, CYLD VA CEZANNE VOI NONG PO
INTERLEKIN 6, TNF-ALPHA, TGF-BETA ' BENH NHAN MAC
BENH BACH CAU LYMPHO

Lé Thay Ha!, Nguyén Linh Toan2, Ta Viét Hung', Nguyén Thi Xuan?

TOM TAT.

Muc tiéu: Danh g|a m0| lién quan da hinh gen
A20, CYLD, CEZANNE Vi nong do Interleukin-6 (IL-6),
TNF- -alpha (TNF a) va TGF-beta (TGF-B) huyét tuong
G bénh nhan bach cdu dong lympho. Phuang phap
nghién clru: Nghién cllu md ta cat ngang vdi 57
bénh nhan bach cau cap dong lympho (ALL) va 50
bénh nhan bach cau man lympho (CLL) tai Vién Huyét
hoc Truyén mau Trung uong. Pinh lugng Nong do IL-
6, TNF- a, TGF- B bang phuong phap ELISA sandwich,
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biéu h|en gen bang phuong phap PCR, da hinh gen
bang giai trinh ty DNA Sanger. Két qua Trung vi
noéng dé IL-6 & nhom ALL cao hon so vdi nhém CLL
(9,77 pg/mL so vdi 5,63 pg/mL) va trung vi ndng do
va TGF-B & nhém ALL thap hon so v8i nhém CLL
(534,53 pg/mL so vé@i 221,17 pg/mL) véi p<0,001. Co
5 da hinh gen A20, 5 da hinh gen CYLD va 4 da hinh
gen CEZANNE. Trong d6, diém da hinh
Chr6137878507(rs374987145) va Chr6137878514
(rs2114496684) cua gen A20 lam giam IL-6 c6 y nghia
thong ké (p < 0 05) 3 bénh nhan ALL. Biém da hinh
Chr1149947772 cua gen CEZANNE lam tang TNF-B &
bénh nhan ALL co y nghia thong ké (p = 0,032). Ket
luan: C6 mot s§ da hinh gen cla gen A20, CYLD va
CEZANNE lién quan dén néng do cytokine V|em gop
phan vao thay déi bénh sinh va biéu hién cta bénh
bach cau lympho.

T khoa: Cytokine viém, bach cau lympho, da
hinh gen deubiquitinase

SUMMARY
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ASSOCIATION OF A20, CYLD AND CEZANNE
GENE POLYMORPHISMS WITH INTERLEUKIN
— 6, TNF- ALPHA, AND TGF- BETA LEVELS IN

PATIENTS WITH LYMPHOCYTIC LEUKEMIA

Objective: Assessing the association between
A20, CYLD, and CEZANNE gene polymorphisms and
plasma levels of Interleukin-6 (IL-6), TNF-alpha (TNF-
a), and TGF-beta (TGF-B) in patients with lymphoid
leukemia. Methods: A cross-sectional descriptive
study was conducted on 57 patients with acute
lymphoblastic leukemia (ALL) and 50 patients with
chronic lymphocytic leukemia (CLL) at the National
Institute of Hematology and Blood Transfusion. IL-6,
TNF-a, and TGF-B levels were quantified using the
Sandwich ELISA method. Gene expression was
measured by RT-PCR, and gene polymorphisms were
identified using Sanger sequencing. Results: The
median of IL-6 concentration in the ALL group was
higher than that in the CLL group (9.77 pg/mL vs.
5.63 pg/mL), whereas the median of TGF-B
concentration in the ALL group was lower than that in
the CLL group (534.53 pg/mL vs. 221.17 pg/mL), with
p < 0.001. Five A20 polymorphisms, five CYLD
polymorphisms, and four CEZANNE polymorphisms
were identified. Among them, A20 polymorphisms
Chr6137878507 (rs374987145) and Chr6137878514
(rs2114496684) were associated with increased TNF-8
levels (p < 0.05), and CYLD polymorphism
Chr1650791688 was associated with increased TNF-a

levels (p = 0.037) in ALL patients. In CLL patients,
CEZANNE  polymorphism  Chr1149947519  was
associated with increased TNF-a (p = 0.036), and

Chr1149947613 was associated with increased TNF-B
(p = 0.047). Conclusion: Several polymorphisms in
A20, CYLD, and CEZANNE genes are associated with
altered inflammatory cytokine levels, potentially
contributing to changes in the pathogenesis and
clinical manifestation of lymphoid leukemia.
Keywords: Inflammatory cytokines, lymphoid
leukemia, deubiquitinase gene polymorphisms.

I. DAT VAN PE

Bénh bach cau dong Lympho la mot bénh ly
ung thu’ mau phé bién trén thé gidi va ngay cang
c6 xu hudng gia tang, trd thanh mét ganh nang
I6n cho suic khoe cong dong, dac biét la doi vdi
cac nudc dang phat trién trong dé cd Viét Nam
[1]. Cac nghién cltu chi ra c6 nhiéu nguyén nhan
gay ra ung thu mau noi chung va bénh bach cau
dong lympho ndi riéng, bao gom yéu t6 dot bién
mot s6 gen quan trong diéu hoa cac qua trinh
sinh ly clia t€ bao, ty |é va hoat dong cula té€ bao
T diéu hoa tang cao lan at va uc ché hoat dong
cua cac loai t€ bao T hd trg va T gay doc dan
dén hoat dbng mién dich trd thanh d6i khang,
thudn Igi cho sy phat trién cla t& bao ung thu
[2]. Su tich Ily dot bién gen theo thai gian dan
t&i sy phét sinh, phét trién té bao ung thu trong
cd thé. Nhém gen deubiquitinase (DUB) nhu
A20, CYLD va CEZANNE tham gia diéu hoa
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ngudc cac phan Ung viém trong qua trinh dap
Ung mien dich v&i nhiéu loai bénh khac nhau
trong do6 c6 ung thu mau. Su diéu hoa cla cac
gen nay trung gian thong qua tin hiéu phan t
NF-kBs, SHPs va JAK/STATs trong t&€ bao béng
cach loai bo chudi ubiquitin gdy c ché hoat
dong cla cac tin hiéu phan tr lién quan. Cac
chat trung gian hoa tan tac dung ngan giita cac
té bao dudc goi la cytokine dong vai tro trong su
phat trién cla ung thu. Cac cytokine nhu:
Interleukin 6, TNF a va TGF-B la cac cytokine da
chirc ndng, diéu hoa nhiéu qua trinh t€ bao, bao
gém tang sinh, apoptosis, tan sinh mach, biét
hoéa va diéu hoa dap Ung mién dich, lién quan
dén co ché bénh sinh clia mot s6 réi loan tdng
sinh lympho va dién bién cua bénh bach cau
lympho [3]. Chinh vi vdy, biéu hién bat thudng
cta nhirng loai gen nay lién quan mat thiét dén
qua trinh gay hoat héa cac phan tr tin hiéu ndi
bao, kich hoat cac loai t€ bao mién dich lam giai
phdng cac cytokine va chemokine, gay ra tinh
trang viem nhiém kéo dai cling nhu lam tang
bi€u hién cliia marker hoat hda trén t& bao mien
dich gay hoat dong d6i khdng trong hé mién dich
lién quan dén bénh ac tinh. Su lién quan bat
thuGng nhdm gen deubiquitinase va néng do cac
cytokine cling da dugc dé cap dén & cac bénh
bach cau lympho [4].

Chinh vi nhitng ly do trén, nghién clu nay
hudng dén mai lién quan da hinh gen A20, CYLD
va CEZANNE vdi biéu hién céc cytokine viém trén
bénh bach cau dong lympho gdép phan lam sang
td thém vai trd cla da hinh nhém gen DUB trong
cd ché bénh sinh bénh bach cau lympho, tiém
nang ’ng dung trong tién lugng, diéu tri dich va
du phong bénh bach cau lympho.

II. DOl TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. Nghién clu
ti€n hanh trén bénh nhan CLL va bénh nhan ALL,
tlr 5/2021 dén thang 2/2025 tai Vién Huyét hoc
truyén mau Trung udng, Vién Sinh hoc, Vién Han
Idm Khoa hoc va Cong nghé Viét Nam.

- Tiéu chudn Ilua chon: Cic bénh nhéan
dudc chan doan [an d&u bi CLL va ALL theo tiéu
chudn chan doan do B Y t€ ban hanh kém
quyét dinh s6 1832/QD-BYT nam 2022 [5], dong
y tham gia nghién cuu.

- Tiéu chudn loai tra: Cac bénh nhan d3
va dang dugc diéu tri hoa tri hodc xa tri; bénh
nhan cé tinh trang viém cdp, man tinh, nhiém
khudn huyét; c6 bénh ly &c tinh khac kém theo.

2.2. Phuaong phap nghién ctu
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- Thiét k€ nghién cliu: SUr dung phuong
phap md ta cat ngang. B

- Phuong_phap chon mau: S dung phugng
phap chon mau lién ti€p, phi xac suat 1ay vao tat
ca d6i tugng dap Ung day du cac tiéu chun lua
chon va loai trir trong thdgi gian nghién cru, gém
50 bénh nhan CLL, 57 bénh nhan ALL.

- Bao durc nghién clru: Nghién clru tuan thu cac
quy dinh vé y duic trong y hoc clia dé tai, ma so:
DTPLCN.43/21 do Vién Nghién citu hé gen, Vién
han lam Khoa hoc va Cong nghé Viét Nam chu tri.

2.3. Cac ky thuat nghién ciru

2.3.1. Pinh lugng Cytokine. Nong do IL-
6, TNF-a va TGF-B tir mau mau dudc xac dinh
bang phuong phap ELISA sandwich, s dung bd
kit ELISA (Thermo Scientific), theo quy trinh
hudng dan clia nha san xuat.

2.3.3. Chiét xuat DNA va phan ng PCR.
DNA tdng s6 dugc tach chiu bdng bd kit
DNeasy blood and tissue kit (Qiagen, Burc) theo
hudng dan cta nha san xuat. DNA sau khi tach
chiét da dugc do ndng dd kiém tra chat lugng
sau dé bao quan & nhiét do -20°C.

S dung ky thut PCR dé xac dinh cac gen
A20, CYLD va Cezanne, cac cap moi gen tham
chiéu dugc thu thap tir ngan hang GenBank cé
ma s6 lan lugt la NM_001270508.2,
NM_001378743.1 va NM_020205.4. Trinh tu moi
gom: A20-F: 5'-
TGAGCTAATGATGTAAAATCTTGTG-3; A20 -R:
5-AGGAGGCCTCTGCTGTAGTC-3’; CYLD - F: 5'-
TAAGGTCTTGTGCCTGAGCA-3', CYLD - R: 5-
TTCTTTGGCAGCAGAAATCC-3"; CEZANNE - F: 5’
GCCTCCTGCATCAACTTCCT-3, CEZANNE - R: 5’

TCAGAGGACAGTGGGATCCA-3". Quy trinh thuc
hién theo hugng dan cla nha san xuat.

2.3.1. Gidi trinh tu Sanger. Quy trinh ky
thuat dugc thuc hién tai cong ty 1st Base,
Malaysia. Trinh tu cia cac doan DNA dugc xac
dinh trén may gidi trinh tu tv dong model 3500
Applied Biosystems-Life Technologies (Nhat Ban)
bang cach st dung BigDye® Terminator v3.1 Cycle
Sequencing Kit.

2.4. Phan tich thong ké. Phan tich théng
ké dugc thuc hién bang SPSS 26. Su khac biét
dudgc ki€m tra y nghia thdng k& bang kiém dinh
Mann-Whitney U va Kruskal-Wallis test. Mdc y
nghia dudc xac dinh ¢ mic p < 0,05.

I1l. KET QUA NGHIEN cU'U

3.1. Dic diém cha doi tugng nghién ciru

Bang 3.1. Pac diém tudi, gidi & bénh
nhan nghién cuu

Nhom Nhom
Bién s0 CLL(n=|ALL(n = p
50) 57)
"?;}")“ 30 (60,0) | 37 (64,9)
GiGi NﬁPn 0,094
(%) | 20(40,0)| 20 (35,1)
~| Trung vi |67,0 (60,3[41,0 (30,5 "
Tuoi (Q1-Q3)| -733) | ~60,0) <0,001

p: Chi-square test; *p: Kruskal-Wallis test.

Két qua cho thdy nam gidi chiém ty Ié cao
hon nir gidi 8 cd hai nhom (CLL: 60%); ALL:
64,9%), su khac biét khong cé y nghia thong ké
(p>0,05); trung vi tudi cla nhdm CLL cao hon
cac nhém khac co y nghia thdng ké (p<0,001).

Bang 3.2. Néng dé cac cytokine va diém da hinh gen A20, CYLD, CEZANNE

No6ng do Cytokin (pg/mL) Nhém CLL (n = 50) Nhom ALL (n = 57) P
IL-6 (Trung vi; Q1 — Q3) 5,63 (0,70 ~7,16) 9,77 (6,24 + 16,82) |< 0,001
TNF-a (Trung vi; Q1 — Q3) 0,88 (0,65 + 25,33) 6,56 (0,00 + 37,62) 0,955
TGF-B (Trung vi; Q1 — Q3) | 534,53 (314,56 ~ 655,27) | 221,17 (125,30 = 403,21) | < 0,001

p: Mann-Whitney U test.

Két qua nghién clru cho thay, trung vi nong do IL-6 & nhdm ALL cao han nhom CLL (9,77 so véi
5,63), trung vi ndng d6 va TGF-B & nhom ALL thdp han nhém CLL (534,53 so véi 221,17) cd y nghia
thdng ké (p<0,05). Trung vi nong d0 TNF-a ctia nhém ALL cao han nhém CLL (6,56 so véi 0,88)

khéng co y nghia thdng ké (p>0,05).

Bang 3.3. Pdc diém da hinh gen A20, CYLD va CEZANNE

Thay déi Bénh bach cau lympho
Pa hinh gen nucleotide ALLn(?O/:)57) CLLn(?oz)SO)
Chr6137878489 T>C 2(3,5 1(2,0)
Chr6137878507 (rs374987145) G>T 3(53) 2 (4,0
A20 Chr6137878514 (rs2114496684) C>T 2 (3,5) 2 (4,0)
Chr6137878517 G>T 1(1,8) 2 (4,0
Chr6137878526 G>A 0(0,0) 2 (4,0)
CYLD Chr1650791688 G>A 6 (10,5) 0(0,0)
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Chr1650791743 G>A 18 (31,6) 16 (32,0)
Chr1650791811 G>A 6 (10,5) 4 (8,0)
Chr1650791859 G>A 8 (14,0) 10 (20,0)
Chr1650791878 G>A 7 (12,3) 5 (10,0)
Chr1149947772 T>A 3(5,3) 1(2,0)
CEZANNE | Chri149947704 (rs587631702) T>A 1(1,8) 2 (4,0)
Chr1149947613 G>A 13 (22,8) 8 (16,0)
Chr1149947519 G>A 25 (43,9) 23 (46,0)
O nhém ALL: gen A20 c6 Chr6137878507 AL ey aden

(rs374987145) (G>T) chiém ti & cao nhat

(53%), tiép dén 1a  Chr6137878507
(rs374987145)  (G>T), thdp nhdt 13

Chr6137878526 (G>A) (0%); Gen CYLD co
Chr1650791743 (G>A) chiém tie Ié cao nhat
(31,6%), thap nhat la Chr1650791688 (G>A) va
Chr1650791811 (G>A) (10,5%); gen CEZANNE
c6 Chr1149947519 (G>A) chiém ti |é cao nhat
(43,9%), thdp nhit & Chr1149947704
(rs587631702) (T>A) (1,8%).

O nhém CLL: Gen A20 cé Chr6137878489
(T>C)chiém ti 1& thdp nhat (2,0%), cac gen con
lai chiém ti & 4,0%; gen CYLD cé
Chr1650791743 (G>A) chiém ti 1€ cao nhat
(33%%), thdp nhat Ia Chr1650791688 (G>A)
(0,0%); gen CEZANNE c6 Chr1149947519 (G>A)
chiém ti 1€ cao nhat (46,0%), thdp nhéat la
Chr1149947772 (T>A) (2,0%).

3.2. Lién quan diém da hinh gen A20,
CYLD va CEZANNE v@i cac cytokin

CcLL Thay déi alen
11 61 111 161 [kngpg  Wce
100 v - < o e
80
@ 60
= p= 0,349 0,113 0,113 0,113 0,189
40
3 53 103 153 203
v v v v v
20
1T T oo T oemm [ e
o = = -
ChrE137878489 Chr6137878507 Chr8137878514 Chrﬂ13?$7351? ChrE137878526
(rs374987145) (rs2114496684)
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[[khéng Mce
400
305 362 419 476 533
300
l.?
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CLL
1500 [Ikhéng MCa
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1000
<
w
=
=
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(rs374987145)  (rs2114496684)
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0,320
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TNFa
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CHrﬁﬂ!?BTBﬂIB Chr6137878507 Chr6137878514 Chr6137878617 Chr6137878626
(rs374987146)  (rs2114496684)

Pa hinh gen A20
Biéu dé 3.1. Lién quan diém da hinh gen
A20 vdi cac cytokin

p tinh theo Mann-Whitney U test

Diém da hinh Chr6137878507(rs374987145)
va Chr6137878514 (rs2114496684) cla gen A20
lam gidm IL-6 c6 y nghia thong ké (p > 0,05) &
bénh nhan ALL.
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Pa hinh gen CYLD
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Chr1650791688 Chr1660791743 Chr1660791811 Chr16507918569 Chr1650791878
Pa hinh gen CYLD
Biéu dé 3.2. Lién quan diém da hinh gen
CYLD vdi cac cytokin
p tinh theo Mann-Whitney U test

Piém da hinh cta gen CYLD khéng lién quan
dén ndng do cac cytokin viém (p < 0,05) & bénh

nhan bach cau lympho.
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Clkheng Mce
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100 - - v .
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Biéu do 3.3. Lién quan diém da hinh gen
CEZANNE vdi cac cytokin
p tinh theo Mann-Whitney U test
O gen CEZANNE, diém da hinh

Chr1149947772 lam tang TNF-B & bénh nhan
ALL c6 y nghia thong ké (p = 0,032).
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IV. BAN LUAN

Bénh bach cau dong lympho la mét bénh ac
tinh vé huyét hoc, gay roi loan dén hé théng tao
mau. Trong dd, bénh ALL chd yéu anh hudng
dén tré em va thanh thi€u nién. K&t qua nghién
cfu cta chung t6i bénh ALL gap & doi tugng tré
hon nhiéu so vGi bénh CLL, phu hgp vdi cac
nghién ctu trudc day [3], [6], [7].

Cac cytokine cd vai tro quan trong trong viéc
duy tri cac té bao goc ung thu trong moi trudng
vi mO0 cla cac té€ bao bach cau, tang sinh,
apoptosis, tan sinh mach, biét héa va diéu hoa
dap ’ng mien dich. Két qua nghién c(u cho thay
IL-6 & nhdm ALL cao han so v&i nhém CLL, néng
do va TGF-B & nhdm ALL thap han so v8i nhém
CLL c6 y nghia thong ké (p<0,05). Két qua
nghién clu nay cling tudng dong véi két qua
nghién clu cho thdy vai trd tiém &n cua IL-6
tadng cuGng apoptosis, tang sinh, trong nguy cd
phat trién ALL hon la bénh CLL [3], [7]. Két qua
khong co su khac biét nhiéu vé nong do TNF-a &
2 nhom bénh. V& mat ly thuyét, nong do IL-6 va
TNF-alpha phai song hanh véi nhau trong bénh
bach cau cdp tinh, diéu nay cd thé dugc giai
thich ttr phan tich cac gen lién guan cta né trong
bénh ALL bang phan (ng chudi polymerase sao
chép ngudc, biéu hién mRNA IL-6 thudng gap &
AML nhung hiém gdp & ALL, va do d6 biéu hién
clia n6 cd thé khong dong bd véi TNF-a va su
tugng tac phdc tap cla TNF-a, IL-1b va IL-17
gay ra san xuat IL-6 va mic IL-6 tuong quan
tich cuc véi tan s6 Th17 han la véi TNF-alpha
[7]. Do do, ching t6i khuyén nghi nén cé thém
nghién ciu trong linh vuc nay trong tucng lai.

Nhiéu nghién cltu cling da xac dinh dugc cac
bién thé cua gen DUB & nhiéu bénh ly ac tinh
khac nhau. B6n diém da hinh gen A20 trén exon
7 G bénh nhan bach ciu tdy cdp bao gom
p.L3355/c.1303 T>C; p.K337Q/c.1308 A>C;
p.K354N/c.1361 G>T; p.S376T/c.1425 T>A, con
G bénh nhan bi bénh bach cau tly man tac gia
xac dinh dudc hai SNP trén exon 7 gbém
rs374721883/p.G456V; rs200878487/p.S466G
d8u la SNP sai nghia lam thay déi trinh tu amino
acid [8], Giai trinh tu exon 7 cta gen A20 bay
SNP da dugc xac dinh trong mau bénh nhan bao
gom A20: c.1308 A>C (p.K337Q), c.1341 C>T
(p.L348F), c.1356 T>C (p.Y353H), rs2114496684
C>T, rs1776324713 A>T, ¢.1378 G>C (p.S360T)
va rs2114496220 T>A. Trong d6, hai ki€u gen
CT va GC cla SNP rs2114496684C>T va
€.1378G>C cd tan suat xudt hién cao hon &
nhom NHL so v&i nhém chiing véi su khac biét
cd y nghia théng ké (p < 0,05). Nhu vay cd
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nhiéu bién thé gen A20 d3 dudc xac dinh &
nhiéu bénh ly khac nhau va céac bién thé nay
xuat hién & cac exon khac nhau trong dé co
exon 7 cua gen A20. Exon 7 gen A20 cd vai tro
quan trong tham gia mad@ hoda viung ZF4 cua
protein A20, vung nay thic ddy qua trinh
polyubiquitin hda RIP1 dan dén kich hoat qua
trinh phan hay RIP1 tai proteasoma va do do ¢
ché& kich hoat NF-kB. Do vay nghién clitu nay da
tap trung gidi trinh tu exon 7 dé€ xac dinh cac
bién thé va tim hiéu vai trd clia ching vdi bénh
bach cau cap dong lympho.

Cac nghién cru gan day ciling chi ra rang
tinh trang viém man tinh dai ddng s& lam tdng
nguy cg ung thu bang cach tao ra cac phan tlr
hoat tinh sinh hoc nhu cytokine va chemokine,
chdng gop phan duy tri téc do tang sinh kéo dai,
tin hiéu séng sét cla té€ bao dé tranh qua trinh
apoptosis [9]. Trong nghién ciiu nay, Piém da
hinh Chr6137878507(rs374987145) va
Chr6137878514 (rs2114496684) cua gen A20
lam gidm IL-6 c6 y nghia thong ké (p < 0,05) &
bénh nhan ALL. Diém da hinh Chr1149947772
cla gen CEZANNE, lam tang TNF-B & bénh nhan
ALL c6 y nghia théng ké (p = 0,032). Cac
cytokine viém nhu TNF-a tuong tac réng rai véi
cac con dudng tin hiéu FGF, Wnt. TGF-B ciing la
mot yéu t6 gay viém quan trong diéu hoa phan
rng viém va gay ra tac dung gady doc té bao.
Truyén tin hiéu TNF-a tu tiét cling tham gia vao
qué trinh diéu hoa su phat trién, biét hda va
trudng thanh cla té bao T gay doc té bao dugc
kich hoat bgi lymphokine. Con dugng tin hiéu
chinh ctia A20, CYLD va CEZANNE trong té bao
la diéu chinh hoat héa NF-kB qua trung gian
TNFR. NF-kB bi IkB lién tuc rc ché cho dén khi
no dugc phosphoryl hoa bai IKK (cd chira cac
ti€u don vi xuc tac co tén 1a IKKa va IKKB). Viéc
Urc ché hoat hda NF-kB va Jun N-terminal kinase
(INK) lam gidam dang ké san xudt cac cytokine
tién viém (TNF-a, IL-1B, IL-6 va IL-8) va MMP
(MMP-1 va MMP-3) trong cac té bao hoat dich
giéng nguyén bao sgi cua viém khdp dang thap.
Nhiéu nghién c(tu da chi ra da hinh cac gen A20,
CYLD va CEZANNE c6 thé anh hudng dén nong
do cac cytokine viém [9], [10]. Tuy nhién két
quéa cla cac nghién cru nay khac nhau vé diém
da hinh gen tac dong Ién ndng d6 cac cytokine
viém. Diéu ndy cd thé giai thich la do cac nghién
ciu khac nhau vé ddi tugng nghién clu va cd
mau. Can c6 nghién clru sdu rong han vé da
hinh cac gen nay trong tdc dong chlng ching
Ién cac cytokin viém & bénh nhan ung thu noi
chung va bénh bach cau lympho ndi riéng dé€ lam
sang to van dé nay.
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V. KET LUAN

Nghién clfu da hinh gen A20, CYLD,
CEZANNE va n6ng d6 mot sO cytokine viém da
cho thdy mdt 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'2, 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 do 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 co su 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 nhéom COVID-19 nang/nguy  kich vdi nhém
COVID-19 nhe/trung binh. Két qua nghlen cttu cung
cho thdy, tai thdi diém nhép vién, CRP tang cao cb
lién quan dén tinh trang COVID-19 n&ng va nguy kich
(OR = 5,571; 95%CI: 2,325 - 13,350; p < 0,05). Két
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Chiu trach nhiém chinh: Ta Thi Diéu Ngan
Email: dr.dieungan@gmail.com

Ngay nhan bai: 01.10.2025

Ngay phan bién khoa hoc: 14.11.2025
Ngay duyét bai: 5.12.2025

luan: Can nghién cfu trén so lugng bénh nhan I6n
hon dé xac dinh mlrc tang cua nong do khang the
khang nhan & cac bénh nhan mac COVID-19 theo cac
muc do bénh khac nhau. Tur khod: COVID-19, khang
thé khang nhan, khang thé khang Ds-DNA, CLIA.

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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