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IV. KET LUAN

Nang mang nhén trong mang cling vung cot
s6ng cd la modt nguyén nhan hiém gép nhung cd
thé€ gay chén ép tly dang k&, vdi bi€u hién 1am
sang tién trién 4m thadm nhu yéu t& chi. Trong
nhifng trudng hdp nang nam & mat trudc tay
song, ddc biét cd kem bié€n dang tuy va thoat Vi
dia dém, phdu thuat béc nang véi dudng mé 16i
trudc nhu‘ ACDF la moét lua chon t6i uu. Perdng
phap nay khong chi gitp glal ép hiéu qua ma con
dam bao su 6n dinh ¢t s6ng sau phau thut, vdi
ty 1€ cai thién than kinh cao va bién ching thap
néu dudc thuc hién bdi phéu thuat vién kinh
nghiém. Ca bénh lam sang cla chidng toi gop
phan 1am rd vai trd cla tiép can phau thuat I6i
trufdc trong diéu tri nang mang nhén cot song
o, dong thGi nhan manh tam quan trong cua
viéc chan doédn sdm va lua chon chién lugc phau
thudt it xdm 1dn 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 V01 NONG 1310)
INTERLEKIN 6, TNF-ALPHA, TGF-BETA O’ BENH NHAN MAC
BENH BACH CAU LYMPHO

Lé Thay Hal, Nguyén Linh Toan2 Ta Viét Hung!, Nguyén Thi Xuin3

TOM TAT.

Muc tiéu: Danh g|a mai lién quan da hinh gen
A20, CYLD CEZANNE vGi néng do Interleukin-6 (IL-6),
TNF -alpha (TNF-a) va TGF-beta (TGF-B) huyét tuong
G bénh nhan bach cau dong lympho. Phuong phap
nghién clru: Nghién cliu md ta cat ngang véi 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. Dinh lugng Nong do IL-
6, TNF- a, TGF- B bang phuong phap ELISA sandwich,
bleu hién gen bang phuong phap RT-PCR, da hinh gen
bang giai trinh tu DNA Singer. K&t qua: Trung vi
nong do IL-6 & nhdm ALL cao hon so véi nhédm CLL
(9,77 pg/mL so vdi 5,63 pg/mL) va trung vi ndéng 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
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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 clia gen CEZANNE lam tdng 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 guan dén nodng do cytoklne V|em gop
phan vao thay d8i bénh sinh va biéu hién cta bénh
bach cau lympho.

Tu khoa: Cytokine viém, bach cau lympho, da
hinh gen deubiquitinase
SUMMARY
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
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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 DE

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 mot ganh nang
I6n cho stic khde cong dong, dac biét la doi vai
cac nudc dang phat trién trong d6 cd Viét Nam
[1]. Cac nghién ciu chi ra cd 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 sO gen quan trong diéu hoa cac qua trinh
sinh ly cla t€ bao, ty Ié va hoat dong cla té€ bao
T diéu hoa tang cao lan at va Uc ché hoat dong
clia cac loai t€ bao T hd trg va T gay ddc dan
dén hoat dong mién dich tr@ thanh ddi khang,
thudn Igi cho su’ phat trién cua t& bao ung thu
[2]. Su tich Ty do6t bién gen theo thi gian dan
tSi su' phat sinh, phat trién t€ bao ung thu trong
co thé. Nhém gen deubiquitinase (DUB) nhu
A20, CYLD va CEZANNE tham gia diéu hoa
ngugc cac phan Ung viém trong qua trinh dap
Uung mien dich v&i nhiéu loai bénh khac nhau
trong d6 co6 ung thu mau. Su diéu hoa cua cac
gen nay trung gian thong qua tin hiéu phan tu
NF-kBs, SHPs va JAK/STATs trong té bao bdng
cach loai bo chudi ubiquitin gdy Uc ch& hoat
dong cla cac tin hiéu phan tr lién quan. Cac
chat trung gian hoa tan tac dung ngan giilta cac
té bao dudc goi la cytokine déng vai tro trong su
phat trién cla ung thu. Cac cytokine nhu:
Interleukin 6, TNF a va TGF-B la cac cytokine da
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chirc ndng, diéu hoa nhiéu qua trinh t€ bao, bao
gom tang sinh, apoptosis, tan sinh mach, biét
hoa va diéu hoa dap L'rng mien dich, lién quan
dén cd ché bénh sinh ciia mot s6 r6i loan tang
sinh lympho va dién bién cla 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 hoa cac phan tlr tin hiéu noi
bao, kich hoat cac loai t€ bao mién dich lam giai
phdong cac cytokine va chemokine, gay ra tinh
trang viem nhiém kéo dai cling nhu lam tang
bi€u hién clia marker hoat hoa trén t& bao mien
dich gay hoat dong ddi khdng trong hé mién dich
lién quan dén bénh ac tinh. Su lién quan bat
thudng nhdm gen deubiquitinase va ndng 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 cdu dong lympho gop phan lam sang
td thém vai trd cla da hinh nhém gen DUB trong
cd ché bénh sinh bénh bach cau lympho, tiém
nang Ung dung trong tién lugng, diéu tri dich va
du phong bénh bach cau lympho.

Il. DOI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi tugng nghién ciru. Nghién clu
ti€n hanh trén bénh nhan CLL va bénh nhan ALL,
tir 3/2022 dén thang 9/2023 tai Vién Huyét hoc
truyén mau Trung ugng.

- Tiéu chudn lua chon: Cic bénh nhan
dudc chan doan lan du bi CLL va ALL theo tiéu
chudn chin dodn do BO Y t& ban hanh kém
quyét dinh s6 1832/QD-BYT nam 2022 [5], dong
y tham gia nghién c(u.

- Tiéu chudn loai trua: Cac bénh nhan d3
va dang dugc diéu tri hoa tri hodc xa tri; bénh
nhan co tinh trang viém cap, man tinh, nhiem
khudn huyét; cé bénh ly ac tinh khac kém theo.

2.2. Phuang phap nghién ciru

- Thiét k€ nghién cliu: S dung phuadng
phap mo ta cat ngang.

- C3 mau: Ap dung cong thic tinh & mau
udc lugng cho 1 ti lé

A1 —
n=z2_ x> [dz r)

Gan day, theo nghién clru cla Trang DT va
cong su (2022) cho thdy tan s6 SNP cla gen
CYLD lan lugt la 5,2% [6]. Do dé¢, trong nghién
clru nay ching toi 1ay p la 0,052 r6i ldy trung
binh dé€ dugc ¢& mau téi thiéu.

Trong ngh|en cu nay chung t6i ldy d = 0,1,
du trt mat mau la 10%.

Ap dung theo cong thirc trén, tinh dugc s§
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mau téi thiéu la 21. .

- Phugng_phap chon mau: SU dung phugng
phap chon mau phi xac suat (thuan tién) 1ay vao
tat ca ddi tugng dap Ung day du cac tiéu chuén
Iuva chon va loai trir trong thdgi gian nghién ciu,
gom 50 bénh nhan CLL, 57 bénh nhan ALL.

- Dao ddc nghién clru: Nghién clfu tuan tha cac
quy dinh vé y ddc trong y hoc ctia dé tai, ma so:
DTDLCN.43/21 do Vién Nghién cltu hé gen, Vién
han l1am Khoa hoc va Cong nghé Viét Nam cha tri.

2.3. Cac ky thuat nghién ciru

2.3.1. Pinh lugng Cytokine. Nong do6 IL-
6, TNF-a va TGF-B tir mau mau dugc xac dinh
bang phuong phap ELISA sandwich, s dung bd
kit ELISA (Thermo Scientific), theo quy trinh
hudng dan cua nha san xuat.

2.3.3. Chiét xuat DNA va phan &rng PCR.
DNA téng s8 dugc tach chiéu bang bd kit
DNeasy blood and tissue kit (Qiagen, Hilden,
burc) theo hudng dan clia nha san xuat. DNA sau
khi tach chiét da dugc do ndng dd kiém tra chat
lugng sau do bao quan & nhiét do -20°C.

SUr dung ky thudt RT-PCR dé xac dinh cac
gen A20, CYLD va Cezanne, cac cap moi gen
tham chi€u dugc thu thap tUr ngén hang
GenBank c6 ma so 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 huang dan ctia nha san xuét.

2.3.1. Giai trinh tu Sanger. Cac plasmid
dugc s dung dé giai trinh tu trén hé thdng
Applied Biosystem 3500 (Nhat Ban). Phan tich két
qua giai trinh tu dugc thuc hién bang phan mém
BioEdit 7.2.5, sau d6 dugc doi chi€u véi hé thong
BLAST-NCBI  (https:// blast.ncbi. nlm.nih.gov
/Blast.cqi) dé& khang dinh doan gen dugc khuéch
dai chinh xac tir cdc mau can xac dinh.

2.4. Phan tich thong ké. Phan tich thong
ké dudc thuc hién bang SPSS 26. Su khac biét
dugc kiém tra y nghia thdng k& bang kiém dinh
Mann-Whitney U va Kruskal-Wallis test. Mic y
nghia dugc xac dinh & mirc p < 0,05.

INl. KET QUA NGHIEN cU'U

3.1. Pic diém cua ddi tuong nghién ciru

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

Nhom Nhom
Bién s6 CLL(n = |ALL (n = P
50) 57)
"‘(’;}")“ 30 (60,0) | 37 (64,9)
Gidi Nﬁ° - 0,094
(0/; ) 20 (40,0) | 20 (35,1)
~.| Trung vi |67,0 (60,3141,0 (30,5
Tuoi (Q:—-Q3)| -733) | ~60,0) <0,001*

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

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

Bang 3.2. Néng dé cdc 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 vdi
5,63), trung vi ndng do 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

Bénh bach cau lympho

. Thay doi — —
Pa hinh gen nucleotide ALLn(?o/:)57) CLLn(?O/;)SO)

Chr6137878489 T>C 23,5 12,0

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 Chr1149947704 (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 s
(rs374987145) (G>T) chiém ti &€ cao nhat w0
(5,3%), ti€p dén la Chr6137878507
(rs374987145)  (G>T), thdp nhdt & ™ . ... ;m, = [
Chr6137878526 (G>A) (0%); Gen CYLD c0 £ w
Chr1650791743 (G>A) chiém tie Ié cao nhat I
(31,6%), thap nhat 13 Chr1650791688 (G>A) va ANl N .
Chr1650791811 (G>A) (10,5%); gen CEZANNE O e Cocsrrerens NG CarITUTENT  ChraTEINER
cd Chr1149947519 (G>A) chiém ti 1& cao nhat et ,',Tn',,‘;’j:m
(43,9%), thdp nhdt 1a Chr1149947704 s n——
(rs587631702) (T>A) (1,8%). Knevg Wce
O nhém CLL: Gen A20 c6 Chr6137878489 ) el Ny oy
(T>C)chiém ti 1& thdp nhat (2,0%), cic gen con T e o 196 208
lai chiém ti 1€ 4,0%; gen CYLD <0 @& e = IES Jros 138 '5:J'
Chr1650791743 (G>A) chiém ti 1€ cao nhat ¢
(33%%), thdp nhat 1a Chr1650791688 (G>A) l . l i
(0,0%); gen CEZANNE c6 Chr1149947519 (G>A) I — I I
chiém ti 1€ cao nhat (46,0%), thdp nhat la N s
Chr1149947772 (T>A) (2,0%). ©a hinh gen A20
3.2. Lién quan diém da hinh gen A20, ALL Dy sloien
CYLD va CEZANNE véi cac cytokin 301 358 4“5 472 529
cLL Thay ad mien poo
" o1 114 101 4pq Wce - - - ~
‘: E e p=| 0761 069‘ 0,862 0181
— 2 a0 I I
L L— L= L= L= L, N ST RS S e
i Groiiegl e G CrarM e
Da hinh gen A20 s " oA ey .
ALL Thay adi sten Biéu dé 3.1. Lién quan diém da hinh gen
o . = A20 vdi cdc cytokin
G Mo ' . p tinh theo Mann-Whitney U test
o Diém da hinh Chr6137878507(rs374987145)
ol 00| B 0162 cloae AR R 2 va Chr6137878514 (rs2114496684) cla gen A20
w0t < ——iig - " _— lam gidm IL-6 cd y nghia théng ké (p > 0,05) &
e TR, RS e e bénh nhan ALL.
eI SRR PRI eI ChverareTon cLL Diyalias
©a hinh gen o3P
- GLL ::::::‘-:o 100 11 al m "1’;1 : n
2 o 128 L] 23 )
vias @ w p* 0,553 0,100 0,182 0.264
F p= 0251 0.371 0,371 0,371 0,882 o8 3 53 103 153 =0
ka8 L h e L L

Da hinh gen A20

380

Pa hinh gen CYLD




TAP CHI Y HOC VIET NAM TAP 558 - THANG 1 - SO 2 - NAM 2026

ALL Thay dol sten

400

0% 362 416 76 533
; v v
100
< p= 03848 0,084 0,516 0,581 0.817
= 700
109 2 XL 327 224 aay a0
v A I 617
R . VP STV S VO . ¢ .
CortasaTainee OnriGZ0TIT4Y ChrsloTRior s Cariesomowss  Cha1eeoTeieme
Ba hinh gen CYLD
CLL Thay % aen
wrang Wca
1500
= L 125 178 228
1000
o
E p= 0723 0,693 0,519 0,144
500
STy o 2 &5155 "z 156 176 235 208
o i il 14 L i T R
CMISOTIWER  Cheia?sIres ChABMTRINGY T IEOTRWES  Cle WMASTRIRTS
Ba hinh gen CYLD
ALL Thary 64 sen
Clanang  Wce
a0
p= 0126 0,292 0,345 0,585 0,302
0 T T
z T
- JR - T O -
1 IR0
» | | | |
ot—i=nl__L _ [= | 1
CHISIRIees OwisSoTorfel  Clrdsdrpintt  Thwmsi?aties  ChIsAoTeINTS
Da hinh gen CYLD
CLL They a0l slen
Khing Bco
p= ong 0,694 0,923 0,688
12 o2 2 142 12
1500 ) -
"“y.'l o 144 156 226,205
- 65 oo a5 “2e5
g2 1000 [ l
o
2 Z
w — —[f—m —* B
o R IMROTIMAS OwISRUMIITLY CHTEALTRINTT Che TRAOTHINN  Cle Y78 1ETR
Pa hinh gen CYLD
ALL Thisy 061 alen
Ikhtng Wce
pe~ 0838 0,363 0,264 0,882 0,788
358 523
800 ~ 1 .
800 = - —
I S | |
= 400 | I I . .
200 | | =T . -
1L [ =7~ "T% T8
CHrsiTa il OorfGS0T9TT4Y  ChrdSE0TRAatY  Crrtdldliice Oortizomawms

©a hinh gen CYLD
Biéu dé 3.2. Lién quan diém da hinh gen
CYLD vdi cac cytokin
p tinh theo Mann-Whitney U test

Diém da hinh cia gen CYLD khdng lién quan
dén ndng do cac cytokin viém (p < 0,05) & bénh

nhan bach cau lympho.

IL-6

L

TNFa

TNFa
H

TGFb

TGFb

CcLL Thay i alen
rang Wce
" " 111 101
100
w0
p= 0755 0,143 0,256 0,540
-0
40 s 54 10% 183
20 - 103
= -
2 - el S e S o
CHNN1TARRLTTIE Cm 1 TARBATTOM CHITEDATATS w1 TAMINTY
resa7e3) roz)
Da hinh gen CEZANNE
ALL Ty ol alen
[Diantey W
209 2nn 1z yon a0
. . v -
W0
- 0,881 0,729 o711 0.z28
200 ¥
e a0 -
230w J0 “UE rr 1). |u' 418
2g0834 T G0 e % -
e 1 14004TTTT G \AW""M Chel l"JDlVﬂl'Y Ot lnlO‘J-l"'! o
lu'-5'h\l TO)
Da hinh gen CEZANNE
Thay ad1 slen
cLL abeg WCo
13500
L) 7a V28 178
J v v
1000
p* 0868 0,804 0,296 0,138
500
v 126
a6 12 ™ us 120 139 1.2 173
—— IP04E2 cmmn 102,90 Rl —
Chri140047772 Chei149547704 Chrif49947613 Chrl 140047549
r==37634702)
Pa hinh gen CEZANNE
ALL Thay a6 sen
Clkheng WCe
0 347
p= | D17y 0,619 456 0,132 0,103
Lo | 381 335

|
|

o ‘ ‘
— —
O Chr14snaryT2 -r— 4DGATTOL  Chel 143847613 Crel 145047510
aSa7 G)I‘O.l
Ba hinh gen CEZANNE
cLL Thiry a0l sien
wxrang Wca
12 3 142 162
1500 =
s ns 145 105
% 20 4..’.9‘- '_um ~ 154 7.»-
45 20 120
1090 pw 10.00: 0858 yo,uo 0,719
|
s00 S e =S| —_— = -
1 I | |
O Che1149847772 Che1149847704 Chel14DDETEAS Cle1149847510
r==37634702)
Pa hinh gen CEZANNE
ALL Thay déi alen
lanaeg WcCo
31 e 362
[00 -
- _0032 LD2rse .. 0,584 O.le}
[ JE l ~+ ’
. 1 ,
M- = .
| |
°

C'w"-l!l!l‘flll Clv‘!l”l'?ﬂl c’n‘u"ﬁ‘?ﬁl.\ clvnw'.u/sm
(ra387634702)

Da hinh gen CEZANNE
Biéu dé 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 ta”mg TNF-B & bénh nhéan
ALL cd y nghia thong ké (p = 0,032).

381



VIETNAM MEDICAL JOURNAL N°2 - JANUARY - 2026

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 dé, bénh ALL chu yéu anh hudng
dén tré em va thanh thi€u nién. Két qua nghién
cfu clia chung t6i bénh ALL gap & d6i tugng tré
hon nhiéu so vGi bénh CLL, phu hgp vdi cac
nghién clu trudc day [3], [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 clu cho thay
IL-6 & nhdm ALL cao han so v8i nhém CLL, néng
do va TGF-B & nhédm ALL thap han so v8i nhém
CLL c6 y nghia thong ké (p<0,05). Két qua
nghién clfu nay cling tugng 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 quan cua né trong
bénh ALL bang phan (tng 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 mirc 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 &c tinh
khac nhau. B6n diém da hinh gen A20 trén exon
7 G bénh nhan bach cdu tdy cdp bao gbom
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 dugc hai SNP trén exon 7 goém
rs374721883/p.G456V; rs200878487/p.S466G
d@u 13 SNP sai nghia lam thay d&i trinh tu amino
acid [8], Giai trinh tu exon 7 cta gen A20 bay
SNP da dugc xac dinh trong mau bénh nhan bao
gdm A20: ¢.1308 A>C (p.K337Q), c.1341 C>T
(p.L348F), ¢.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 xuat hién cao han &
nhom NHL so v8i 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 di dudc xac dinh &
nhiéu bénh ly khdc nhau va cac 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 ving ZF4 cua
protein A20, ving nady thic ddy quéd trinh
polyubiquitin héa RIP1 dan dén kich hoat qua
trinh phan hay RIP1 tai proteasoma va do do c
ché& kich hoat NF-kB. Do vay nghién clu nay da
tap trung gidi trinh tu exon 7 dé€ xac dinh cac
bién thé va tim hiéu vai trd cla ching véi bénh
bach cau cap dong lympho.

Cac nghién clru gan day ciling chi ra rang
tinh trang viém man tinh dai ddng s& lam ting
nguy cd ung thu bang cach tao ra cac phan tur
hoat tinh sinh hoc nhu cytokine va chemokine,
chdng gop phan duy tri téc do tang sinh kéo dai,
tin hiéu sdng sét cla té€ bao dé tranh qua trinh
apoptosis [9]. Trong nghién c(tu 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 cling 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
qua trinh diéu hoa sy phat trién, biét hda va
trudng thanh cla té bao T gay doc té bao dugc
kich hoat bdi lymphokine. Con dudng tin hiéu
chinh clia A20, CYLD va CEZANNE trong té bao
la diéu chinh hoat hda NF-kB qua trung gian
TNFR. NF-kB bi IkB lién tuc fc ché cho dén khi
n6 dugc phosphoryl hda bdi IKK (c6 chlra cac
ti€u don vi xuc tac co tén 1a IKKa va IKKB). Viéc
Urc ché hoat héa NF-kB va Jun N-terminal kinase
(INK) 1am gidm déang k& san xudt cac cytokine
tién viém (TNF-a, IL-1B, IL-6 va IL-8) va MMP
(MMP-1 va MMP-3) trong cac t€ bao hoat dich
giéng nguyén bao sgi cla viém khdp dang thap.
Nhiéu nghién cru da chi ra da hinh cac gen A20,
CYLD va CEZANNE c6 thé anh huéng dén ndng
d6é cac cytokine viém [9], [10]. Tuy nhién két
qua clia cac nghién ctu nay khac nhau vé diém
da hinh gen tac dong lén ndng d6 cac cytokine
viém. Diéu ndy cé thé giai thich la do cac nghién
ciu khac nhau vé ddi tugng nghién clu va cd
mau. Can c6 nghién cliu sau rong hon vé da
hinh cac gen nay trong tdc dong ching ching
lén 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 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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luan: Can nghién clu trén so lugng bénh nhan 16n
hon dé xac dinh muc tang cua nong do khang the
khang nhén & cac bénh nhan mac COVID-19 theo cac
muc do bénh khac nhau. T’ 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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