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> 0,05).

Gia tri chi s6 SII tugng quan thuan mic do
trung binh véi chi s6 PASI (r = 0,48, p < 0,01);
tugng quan mic d6 yéu véi nong do hs-CRP va
t6c do 1ang mau vdi hé s6 tuong quan lan luct la
r=0,25var =0,241 (p < 0,05).

Gia tri chi s6 SII c6 mGi tugng quan thuan
mc dé manh vai ca hai chi s6 NLR, PLR vGi hé
s6 tuagng quan lan lugt la 0,91; 0,77 (p < 0,001).
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EPSTEIN-BARR VIRUS TRONG MO U LYMPHO HODGKIN
PU'QC PIEU HOA BO'1 BIEN THE RS1049174 TREN GEN NKG2D

Lé Ha Long Hai', Ta Viin Thao', Ho Anh Sang!, Nguyén Vin An?,
Vii Thi Hal, Tran Tin Nghia'=}, Pham Phwong Thao'#, Nguyén Hoang Viét!

TOM TAT

NKG2D & mét thu thé déng vai trd then chdt cua
t€ bao mien dich chdng lai cac bénh truyén nhiém do
virus. Bién thé rs1049174G/C trén gen NKG2D dugc
chl y vi vai trd cla né trong diéu hoa hoat dong cla
t&€ bao mien dich nhu t& bao T ddc va té bao diét tu
nhién NK. Nghién cfu nham danh gia bién thé
rs1049174 trén gen NKG2D diéu hoa lugng Epstein-
Barr virus (EBV) trong mau mo u lympho Hodgkin.
Nghién citu dugc ti€n hanh trén 77 mau mé u lympho
Hodgkin thu dugc két qua tan s6 kiéu gen lan lugt la
GG (23,4%), GC (50,6%), CC (26,0%); tan s& alen [an
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lugt 1a 48,7% G va 51,3% C. Trong tdng s6 77 ca u
lympho Hodgkin, c6 19 ca (24,7%) nhiem virus EBV
dong thdi sy xudt hién cua alen C lam gia tang nong
d6é EBV trong mau mo u lympho so véi alen G (p =
0,01). Két qua clia nghién clu chi ra vai tro ctia EBV
va rs1049174 c6 tiém ndng trd thanh muyc tiéu cho cac
liéu phap mien dich diéu tri u lympho Hodgkin trong
tuong lai. T khda: u lympho Hodgkin, Epstein-Barr
virus, NKG2D.

SUMMARY
EPSTEIN-BARR VIRUS IN HODGKIN
LYMPHOMA TUMORS BE REGULATED BY

RS1049174 VARIANT OF NKG2D GENE

NKG2D is a receptor that plays a key role on
immune cells” surface which fighting viral infections.
The rs1049174G/C variant on the NKG2D gene is of
interest because of its role in regulating the activity of
immune cells such as cytotoxic T cells and natural
killer cells (NK). The study aimed to evaluate the
rs1049174 variant on the NKG2D gene that regulates
the amount of Epstein-Barr virus (EBV) in tumors
derived from Hodgkin lymphoma (HL). The study was
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conducted on 77 HL tumors, resulting in genotype
frequencies of GG (23.4%), GC (50.6%), CC (26.0%);
the allele frequencies were 48.7% G and 51.3% C,
respectively. Among a total of 77 HL cases, 19 cases
(24.7%) were infected with EBV and the appearance
of the C allele increased EBV concentration in HL
tissue samples compared to the G allele (p = 0.01).
The results of our study indicate the role of EBV and
rs1049174 as potential targets for future
immunotherapies for HL. Keywords: Hodgkin
lymphoma, Epstein-Barr virus, NKG2D.

I. DAT VAN DE

Trén toan thé gidi, udc tinh c6 khoang
83.087 ngudi dugc chdn dodn mac bénh u
lympho Hodgkin (HL) va c6 khoang 23.376 ngudi
trén toan thé gidi chét vi bénh HL vao nam
2020%. Ty |1é mac bénh cao hon dugc quan sat
thdy & cac nudc thu nhap cao, trong khi ty I€ t&r
vong cao han & cac nudc thu nhap thap. Mac du
xu huéng ti vong giam nhu‘ng ty 1é mac bénh
van gia tang, dac biét la & phu ni¥, dan s6 tre va
cac d6i tugng dén tir cac nudc chau A2. Theo s6
liéu cia GLOBOCAN nam 2018, Viét Nam Nam ¢6
731 ca chan doan mac mdi HL mdi ndm va van
cd xu hudng tang & nhitng ndm sau doé3. Co tdi
40% trudng hdp HL cé lién quan dén virus
Epstein-Barr (EBV). BO gen virus c6 thé dugc tim
thay trong cac té bao khoi u HL, t€ bao Hodgkin
Reed-Sternberg (HRS). EBV-DNA luu hanh c6 thé
ddng vai tro 1a dau &n sinh hoc dé theo ddi phan
Ung vdi tri liéu va cudi cung, EBV sé trd thanh
muc tiéu can thiép diéu tri trong HL*.

NKG2D dugc bi€u hién trén hau hét cac té
bao NK va mot s6 té bao con cla t€ bao T nhu:
NKT, CD8+ T, CD4+ T, t€ bao TCR-yd T°. Vai tro
cua NKG2D rat quan trong trong viéc nhan dién
va loai trir cac t€ bao ung thu, t&€ bao nhiém
virus va cac t&€ bao la tir ghép tang. Bién thé
rs1049174 & vung 3’-UTR cua gen NKG2D nhung
lai diéu hoa hoat déng cla cac t€ bao mién dich
nhu la T doc va NK, trong do alen G gan vdi hoat
doéng cao (HNK), trong khi alen C gan véi hoat
ddng thap (LNK)S. Do d6, bién thé rs1049174 c6
thé anh hudng Ién su' nhan biét va loai trir cac
dang ung thu noi chung va ung thu lién quan tdi
virus, dac biét la HL.

Vi vdy nghién clu dugc thuc hién nhdm
danh gid bién thé don rs1049174 trén gen
NKG2D anh hudng nhu thé nao dén su tich Iy
EBV trong mo u lympho Hodgkin.

Il. DPOI TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. 77 mau md
ddc nén dugc thu thap cla bénh nhan da dugc
chan doan mac mdi u lympho Hodgkin va chua
ting dugc diéu tri tai bénh vién Dai hoc Y Ha Noi

va Bénh vién Bach Mai tir nam 2019 dén 2023
2.2. Phuong phap nghlen ci’'u
Tdch chiét DNA: DNA t6ng s§ dugc tach
chiét tr mau mo ddc nén cia bénh nhan HL sk
dung kit tach QIAamp DNA FFPE Tissue Kit
(Qiagen, 56404) theo khuyén cdo cua hang san
xuat. DNA tach chiét xong dugc bao quan &
nhiét do -20°C cho nhitng thi nghiém ti€p tpeo.
Xac dinh néng dé EBV trong mau méd
ung thu bang ky thuit Realtime-PCR: Dé
xac dinh ndng d6 cla EBV trong mau DNA,
nhom nghién cdu sif dung bd kit GeneProof
Epstein-Barr virus (EBV) PCR (EBV/ISEX/100).
Phan (ng Realtime-PCR dugc thuc hién trén may
QuantStudio3 cta hang Applied Biosystems trong
diéu kién nhu sau: 37°C trong 2 phat; 95°C trong
10 phdt; 13p lai 45 chu ky & (95°C trong 5 giay;
60°C trong 40 gidy va 72°C trong 20 gidy) va két
thdc phan ng. Két qua dudc phan tich dua trén
hé thong phan mém QuantStudioTM Design and
Analysis di kem vdi thiét bi. Do kich thugc khoi u
khéng dong nhat nén gia tri két qua nong do
EBV clia mau cé don vi la s6 ban sao/ug DNA.
Xdc dinh kiéu gen cua da hinh don
rs1049174G/C: Phan (ing Realtime PCR dudc
tién hanh vé&i thanh phan: 5yl 2XTagman

Genotyping Mastermix (Thermoscientific,
4371353), 0,5uL 20X Probe Primers
(Thermoscientific, C_27301153_10) va 4,54L

DNA khuon. Phan (ng dugc thuc hién trén hé
thong may Quanstudio3 (Applied Biosystems,
Foster city, USA) va phan tich dua vao phéan
mém di kém trén hé théng thiét bi.

X' ly s6' liéu: SG liéu dugc nhap va xr ly
bang phan mém Graph Prism 8.0.3. Su khac biét
cd y nghia théng ké khi p < 0,05.

2.3. Pao ddic nghién ciru. Nghién clu
dugc chdp thuan bdi HG6i dong Pao dic cua
Trugng Dai hoc Y Ha NGi s6 26/HMUIRB

Il. KET QUA NGHIEN cUuU

3.1. Pic diém chung cia ddi tugng
nghién ciru

Bang 1: Pac diém chung cua déi tuong
nghién cuu

] Mau Ducng

Pac diém nghién | tinh vai
ciru N(%)|EBV N(%)
Gigi Nam 42 (54,5%)|11 (26,2%)
tinh N 35 (45,5%)| 8 (22,9%)
<50 56 (72,7%)16 (28,6%)

Tudi 50-69 15 (19,5%)| 3 (20,0%)
>70 6 (7,8%) | 0(0,0%)

Tubi trung binh = 38,78 + 19,80
Phan |Thé xda lympho | 4 (5,2%) | 1 (25,0%)
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loai té bao

bao [Th& giau lymph
hoc eg'i‘goymp %19 (11,7%)| 3 (33,3%)
The hon hab t€ 131 (40,3%) 11 (35,5%)
ThE x3 N6t 22 (28,6%)| 4 (18,2%)
Thé€ 8 dién |8 (10,4%)| 0 (0,0%)
Khong phan loai| 3 (3,9%) | 0 (0,0%)
Tong s6 77 |19 (24,7%)

Trong s6 77 trudng_hgp HL dugc khao sat
thi 6 19 ca (24,7%) nhiém virus EBV, chu yéu la
thé& hon hgp té& bao véi 11 ca va ty 1é nhiém EBV
cao nhat (35,5%). Ti |&é nam/nit trong nhom doi
tugng nghién clu tuong déi dong déu (54,5%
nam va 45,5% nir) va phan 16n ¢ do tudi tir nhd
hon 50 (72,7%). (Bang 1)

3.2. Su phan bé thanh phan kiéu gen va
tan so alen cua rs1049174 G/C trén gen
NKG2D

Bang 2: Pac diém kiéu gen va alen cua
nhom doéi tuong nghién cuu

Mau nghién

EBV duong

bacdiem | i N(%) | tinh N(%) | P
ki |CC | 20 (26,0%) | 4 (20,0%)
gen |GC | 39 (50,6%) | 0 (23,1%) | 0,602
GG | 18 (23,4%) | 6 (33,3%)
C | 79 (51,3%) | 17 (21,5%)
Alen ——2538.7%) | 21 (28.0%) | 321
Su phan bd kiéu gen va tan s6 alen cla

rs1049174 dudc thé hién & Bang 2. Theo do,
kiéu gen di hdp GC chiém ty Ié cao nhat (50,6%)
s0 v4i cac kiéu gen déng hap GG (23,4%) va CC
(26,0%). Tan s6 alen G va C cling dugc xac
dinh, lan lugt chiém 48,7% va 51,3% trong
nhém doi tugng tham gia nghién cru. Su khac
biét gitta phan bd ki€u gen va tan s6 alen giiia
nhém duong tinh va am tinh EBV khong co su
khac biét trong doi tugng nghién ctu (p>0,05)

3.3. MGi lién quan giira da hinh don
nucleotide rs1049174 G/C va tai lugng EBV
trong mo nghién ciru
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Hinh 1: Méi lién quan giifa nong dé EBV
tich Iy trong mé u lympho Hodgkin voi
kiéu alen cua rs1049174 gen NKG2D
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N6ng dd virus EBV trong khdi u tang cao
trong nhitng mau c¢6 mang alen C so v&i nhitng
mau mang alen G, su khac biét nay co y nghia
thong ké (p=0,01). (Hinh 1)

IV. BAN LUAN

Nhiéu nghién clru chi ra réng, cac bién thé
cla gen NKG2D ¢4 lién quan dén su nhay cam di
truyén mién dich ddi véi nhi€u loai ung thu khac
nhau va cac bénh tu mieén hoac do virus gay ra®.
Hau hét nhitng ki€u gen HNK/HNK va HNK/LNK
déu lam tang dang k€ su bi€u hién cla protein
NKG2D trén bé mat t€ bao NK va gidam nguy cd
ung thu téng thé so vdi ki€u gen LNK/LNK’.
Trong cac nghién clu trudc day chi ra, alen G ¢
lién quan dén viéc gidm nguy cd ung thu biéu
mo dai trang’, hay gidam nguy cd ung thu dutng
tiéu hoad,... Nhu vay, bién thé rs1049174 diéu
chinh su bi€u hién ctia gen NKG2D tir d6 ¢ anh
hudng dén hoat dong cua cac té bao gay doc
qua trung gian thu thé NKG2D.

Hién nay, trén thé gidi chua coé nghién ciu
nao danh gid vé lién quan gilta da hinh
rs1049174 véi HL trudc doé. Nghién clu cua
ching t6i cho thay co su tich Iy cao cac ban sao
DNA cla EBV & nhiing bénh nhdn HL mang alen
C trén gen NKG2D rs1049174. Té bao NK rat
quan trong trong viéc ki€m sodt EBV trong tt ca
cac giai doan nhiém trung®. O giai doan nhiém
trung tién phat sém, cac t€ bao NK chdng lai
EBV clng vdi cac té bao khac nhu té bao iNKT
va yO T gilp tao ra cac phan ng cla té bao T
ti€p sau dé. Dieu nay dudc ung ho bdi cac
nghién cltu trudc day da chi ra nhitng bénh nhan
bi thi€u hut t&€ bao NK biu hién tinh nhay cam
cao hon v@i EBV, K&t qua nghién clfu cua
nghién cltu nay c6 thé Ii gidi bdi ki€u hinh HNK
(hoat tinh t€ bao NK cao) dugc quan sat thdy &
nhirng ngudi mang alen rs1049174 G, trong khi
ki€u hinh LNK (hoat tinh t& bao NK thap) dugc
thdy & nhifng nguGi mang alen Cb.

Pay la nghién clu dau tién tai Viét Nam
danh gia v& mdi lién hé gitra bién thé rs1049174
cla gen NKG2D véi kha nang tich tu EBV trén
bénh nhan HL. T d6 cd thé thdng qua xac dinh
bién thé€ rs1049174 dé danh gia tién trién cla
bénh cling nhu dua ra phuong an diéu tri doi
mdi cho can bénh nay.

V. KET LUAN

Nghién cflu d3 xac dinh dugc bién thé
rs1049174 cta gen NKG2D & nhom bénh nhdn
HL duong tinh v&i EBV. Cac phan tich dif liéu chi
ra rang viéc mang alen C cla bién thé rs1049174
trén gen NKG2D lam gia tang sy tich Iy virus
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EBV trong khoi u HL.

VI. LO1 CAM ON
Nghién clu nay dugc tai trg bdi quy
NAFOSTED trong dé tai ma s6 108.02-2018.312.
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BIEU HIEN CUA DAU AN TE BAO GOC UNG THU' (EPCAM)
TRONG UNG THU BIEU MO TUYEN PAI TRU’'C TRANG

Short  Description and Potential  Clinical
Applications. Cells. 2021;10(6):1420.
TOM TAT

Pat van dé: Phan tir két dinh t& bao biéu mé
(Epithelial Cell Adhesive Molecule - EPCAM) lda mot
glycoprotein co lién quan dén sy phat trién va di can
cla ung thu biéu md tuyén dal trang. Muc tiéu
nghién ciru: khao sat kiéu biéu hién cua EPCAM
trong ung thu bi€u md tuyén dai truc trang va mdi
lién quan cua chung vai dac diém g|a| phau bénh, dac
biét la giai doan pTNM. Doi tudng va phu’dng phap
nghién ciru: Nghién ciru mé ta cat ngang ctua 102
bénh nhan dugc chan doan ung thu bi€u mb tuyén dai
trang, tai Bgnh vién 30-4. Dung phucng phap nhuom
héa mé mién dich vdi dau an EPCAM trén cac kh0|
block parafin. Két qua Khong co tru’dng hgp nao
bi€u hién &m tinh. Biéu hién ducng tinh theo phucng
phap danh gia clia Mokhtari nhu sau: 52,9% duong
tinh manh, 25,5% duang tinh trung binh 'dén manh,
9,8% duong tinh trung binh, 11,8% ducdng tinh yéu;
theo phuong phdp danh gid clia Spizzo nhu sau:
34,3% duong tinh manh, 36,3% dudng tinh trung

1Bénh vién 30-4
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binh, 29,4% dudng t|nh yéu. Su khac biét kleu biéu
h|en clia EPCAM vdi cac I(fa tudi trung binh c6 y nghia
thong ké, p<0,05 va mdi lién quan nghich glu’a kiéu
biéu h|en EPCAM va Ifa tudi trung binh cé6 y nghia
thong k&, p<0,001. Két Iuan Kiéu bleu hién cta
EPCAM khac nhau gita cac Ifra tudi va biéu hién
EPCAM duong tinh thap khi tudi cang cao. Tu khda:
Epithelial Cell Adhesive Molecule — EPCAM, héa mo
mién dich, ung thu biéu mé tuyén dai trang

SUMMARY

EXPRESSION OF CANCER STEM CELL’S

MARKER (EPCAM) IN COLORECTAL

ADENOCARCINOMA

Background: Epithelial Cell Adhesive Molecule
(EPCAM) is a glycoprotein involved in the development
and metastasis of colon adenocarcinoma. Objectives:
we investigated the expression of EPCAM and its
relationship with pathological characteristics of
colorectal adenocarcinoma, particularly the pTNM
stage. Materials and methods: A cross-sectional
descriptive study was conducted on 102 patients
diagnosed with colon adenocarcinoma at 30-4
Hospital. Using immunohistochemical staining with
EPCAM markers on paraffin blocks. Results: No case
was negative. Expression according to Mokhtari’s
evaluation method is as follows: 52.9% strong
positive, 25.5% moderate to strong positive, 9.8%
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