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DA HINH PON NUCLEOTIDE RS1049174 GEN NKG2D LIEN QUAN
PEN LUONG EPSTEIN-BARR VIRUS TRONG MO U LYMPHO TE BAO B

Lé Ha Long Hai', Ta Vin Thao!, Phung Thay Linh?,

TOM TAT

NKG2D la mét thu thé dang hoat hda trén bé mét
té€ bao T doc va diét tu nhién NK, dong vai tro quan
trong trong viéc nhén dién va loai trir cac té€ bao
nhiém virus va ung thu. Pa hinh hinh don nucleotide
rs1049174 trén gen NKG2D c6 tac dong téi mic do
hoat dong manh hodc yéu cla t€ bao NK. Nghién clu
nham danh gid da hinh rs1049174 trén gen NKG2D
anh hudng nhu thé’~ nao dén su tich tu Epstein-Barr
virus (EBV) trong mau md u lympho_ té bao B. Nghlen
ctru dugc tién hanh trén 234 mau mo u lympho t€ bao
B thu dudc két qua tan sG kiéu gen Ian ugt la GG
(29,5%), GC (50%), CC (20 5%). Tan s6 cla tiing
alen cung dudc ghi nhan véi 54,5% G va 45,5% C.
Trong t6ng s6 234 bénh nhan u Iympho cd 36 ngu’dl
(15.4%) nhiém virus EBV ddng thsi su xuat hién cua
alen G lam gia tang n6ng dé EBV trong mau md u
lympho so vdi alen C (p = 0,02). K&t qua ctia nghién
clu chi ra vai tro cla EBV va rs1049174 c6 tiém ndng
tr@ thanh muc tiéu cho cac liéu phap mién dich diéu tri
bénh trong tuong lai.

Tur khoa: u lympho B, Epstein-Barr virus, NKG2D.

SUMMARY
SINGLE NUCLEOTIDE POLYMORPHISM
RS1049174 OF NKG2D GENE RELATED
EPSTEIN-BARR VIRUS IN B CELL
LYMPHOMA TUMORS
NKG2D is an activated receptor on the surface of
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CD8+ T-cells and natural killer (NK) cells, playing an
important role in recognizing and eliminating virus-
infected and cancer. The single nucleotide
polymorphism rs1049174 on the NKG2D gene impact
to NK cells activation. The study aimed to evaluate the
rs1049174 polymorphism on the NKG2D gene related
EBV status in tumor tissue of B-cell ymphoma. The
study was conducted on 234 tumor tissue of B-cell
lymphoma and genotypes frequency determined on
GG (29.5%), GC (50%), CC (20.5%). The allele
frequency was recorded with 54.5% G and 45.5% C,
respectively. Among 234 lymphoma patients, detected
in 36 (15.4%) were infected with EBV and the
presence of the G allele caused increased EBV status
in lymphoma tissues compared to the C allele (p =
0.02). Our results suggested that the role EBV and
rs1049174 can be as potential targets for
immunotherapies in the future. Keywords: B cell
lymphoma, Epstein-Barr virus, NKG2D.

I. DAT VAN DE

Nam 2020, cé khoang han 627 000 ca mac u
lympho méi chiém 3.2% téng s6 ca mac ung
thu. Trong d6 ty 1é€ mac u lympho khdng
Hodgkin (NHL) la 2.8% va ty 1é mac u lympho
Hodgkin (HL) la 0.4%. NHL thudng gdp nhiéu &
cac nudc phat trién hon 13 & nhitng nudc dang
phat trién, chd yeu la nhiing nuéc & Chau
Uc/New Zealand, Béc My, Chau Au Israel va
Slovakial. HL kha hiém gdp & Chau A, tuy nhién
dang NHL & khu vuc nay lai cao han. Mac du ty
Ié mac va ty 1€ tr vong & cac loai ung thu khac
c6 xu hudng gidm xudng nhung NHL lai ¢é xu
hudng gia tdng k& tir nlra sau thé ki 202. Theo s&
liéu cia GLOBOCAN nam 2018, Viét Nam ghi
nhan hon 3500 ca mac mdi va hon 2100 ca tor
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vong, ding th& 14 trong s cac loai ung thu. U
lympho té€ bao B la mot trong nhitng loai NHL
pho bi€én nhat. Mot trong nhiing nguyen nhan
gay u lympho la nhiém EBV bao gom: HL, u
lymphom Burkitt va u Iymphom t€ bao NK/T3
EBV thudng lay nhiém vao thdi ky so sinh, va
sau mot giai doan nhan Ién trong té€ bao bleu mo
vtlng mii hong, ching ti€p tuc. nhan Ién manh
meé trong té bao B G giai doan cap tinh va duy tri
dudi dang tiém &n & trong cac té bao B nhd.

NKG2D 1& mdt loai thu th& mién dich hoat
héa, dugc bi€u hién trén bé mat t€ bao NK va
trén té bao T CD8+, yd T va cac dai thuc bao,
khién cho né tré thanh mét trong nhitng thu thé
phd bién nhat hién nay*. Thu th€ NKG2D ddng
vai tro rat quan trong trong viéc nhan dién va
loai trir cac t€ bao ung thu, té€ bao nhiém virus
va cac t& bao la tir ghép tang. Khi thu thé
NKG2D trén té bao NK két hgp vdi phdi tr cla
nd, qua trinh nay kich hoat san xuat cac yéu to
gdy ddc va kich thich san xuét cytokine bat ké
cho té& bao dich can tiéu diét c6 biéu hién HLA
I6p I binh thudng hay khdng, qua trinh nay giip
tiéu diét té€ bao nhiém vi rat va khéi u. Da hinh
don rs1049174 & vung 3’-UTR cla gen NKG2D,
lién quan dén hoat dong cla té bao NK, trong dé
alen G gan vdi hoat dong cao (HNK), trong khi
alen C gan vdi hoat déng thap (LNK)®. Do do, su
bi€u hién khac nhau cla cac da hinh gen NKG2D
c6 thé anh hudng 1én su nhan biét va loai trir
cac dang ung thu ndi chung va u lympho noi
riéng, dac biét la u lympho B.

Vi vay nghién cltu dugc thuc hién nham
danh gid da hinh don rs1049174 trén gen
NKG2D anh hudng nhu thé nao dén su tich Ity
EBV trong m6 u lympho t€ bao B.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. D6i tugng nghién ciru. 234 mau mo
ddc nén dugc thu thap cla bénh nhan da dugc
chan dodn mac mdi u lympho t& bao B va chua
dugc diéu tri tai bénh vién K3 cd s& Tan Triéu,
Ha NGi trong nam 2022.

2.2, Phuong phap nghién ciru

Tach chiét DNA: DNA tong s6 dugc tach
chiét tr mau mé ddac nén cla bénh nhan u
lympho t€ bao B s dung kit tach DNA tir khdi
nén theo QIAamp DNA FFPE Tissue Kit (Qiagen,
56404) theo khuyén cdo cla hdng san xuat. DNA
sau khi tach chiét dugc bao quan & nhiét do 4°C
cho nhiing thi nghlem ti€p theo.

Xac dinh néng dé EBV trong mau mé
ung thu bang ky thuit Realtime-PCR: Pé
xac dinh ndng d0 cua EBV trong mau DNA,
nhdém nghién cltu st dung bd kit GeneProof
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Epstein-Barr virus (EBV) PCR (EBV/ISEX/100) c6
néng d6 cua chudn duong tinh ndm trong
khoang 10! dén 107 (s6 ban sao/uL). Phan (rng
Realtime-PCR dugc thuc hién theo khuyén cdo
cla nha san xudt trén mady QuantStudio3 cula
hang Applied Biosystems trong diéu kiénnhu
sau: 37°C trong 2 phut; 95°C trong 10 phut; 13p
lai 45 chu ky & (95°C trong 5 gidy; 60°C trong 40
gidy va 72°C trong 20 gidy) va két thdc phan
Ung. Phan tich truc ti€p két qua thu dugc trén
hé thong phan mém QuantStudioTM Design and
Analysis di kem vdi thiét bi. Do kich thugc khai u
gitra cac bénh nhan la hoan toan khong d‘éng
nhat nén do do g|a tri két qua néng d6 EBV cua
mau cé daon vi la s6 ban sao/pg DNA.

Xédc dinh kiéu gen cua da hinh don
rs1049174G/C: Phan Ung Realtime PCR dugc
ti€n hanh vé&i thanh phan: 5uL Tagman
Genotyping Mastermix (Thermoscientific,
4371353), 0,5uL 20X Probe Primers
(Thermoscientific, C_27301153_10) va 4,5pL
DNA khuon. Phan Ung dudgc thuc hién trén hé
thong may Quanstudio3 (Applied Biosystems,
Foster city, USA) véi diéu kién nhu sau: 60°C
trong 30 giay; 95°C trong 10 phdt; lap lai 40 chu
ky & (95°C trong 15 gidy va 60°C trong 1 phut)
va két thuc & 60°C trong 30 giay.

Xir' ly sé’ liéu: SO lieu dugc nhap va x(r ly
bdng phan mém Graph Prism 8.0.3. Su' khac biét
c6 y nghia théng ké khi p < 0,05.

2.3. Pao dirc nghién ciru. Nghién clru nay
dugc chap thuan bdi HOi dong Pao dic cua
Trudng Dai hoc Y Ha N6i s6 26/HMUIRB

Ill. KET QUA NGHIEN cU'U

3.1. Péc diém chung cua ddi tugng
nghién clru

Bang 1: Pdc diém chung cua doi tuong
nghién cuu

Mau Ducng
Pic diém nghién | tinh véi
ciru N(%) |[EBV N(%)
GiGi Nam 119(50,9%)|15 (12,6%)
tinh N 115(49,1%)|21 (18,3%)
<50 52 (22,3%)| 4 (7,7%)
Tugi 50-69 140(59,8%)|23 (16,4%)
>70 42 (17,9%)| 9 (21,4%)
Tudi trung binh = 57,54 + 13,41
Phan DLBCL  [211(90,2%)[30 (14,2%)
loai t& TEb3oBIGn | 8 (3,4%) |3 (37,5%)
bao |T& bao B dd cao| 14 (6%) | 3 (21,4%)
hoc Kh6ng phan loai| 1 (0,4%) 0

Trong s6 234 bénh nhan u lympho B dugc
khao sat thi c6 36 ca (15,4%) nhiém virus EBV,
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chu yéu la t&€ bao B I6n lan toéa (DLBCL) véi 30
ca, tuy nhién u lympho t€ bao B I6n nhiém EBV
chiém ty 1€ cao nhdt (37,5%). Ti Ié nam/nit
trong nhém doi tugng nghién clru tuong doi can
bang (50,9% nam va 49,1% nit) va phan I6n co
dd tudi tir 50-69 (59,8%). (Bang 1)

3.2. Su phan b6 thanh phén kiéu gen va
tan so alen cua rs1049174 G/C trén gen
NKG2D

Bang 2: Pdc diém kiéu gen va alen cua

nhom doéi tuong nghién cuau
v g Mau nghién |EBV ducng
bacdiem | " i N(%) |tinh N(%)| P
Kigy |_CC_| 48 (20,5%) [10 (20,8%)
on | GC | 117 (50%) |14 (12,0%)]0,30
9 GG | 69 (29,5%) |12 (17,4%)
C | 213 (45,5%) |34 (16,0%)
Alen =555 (54,5%) |38 (14,9%) | %"°

Su phan bd kiéu gen va tan s alen cla
rs1049174 dugc thé hién & Bang 2. Theo dé,
ki€u gen di hgp GC chiém ty 1é cao nhat (50%)
so0 VGi cac kiéu gen ddng hap GG (29,5%) va CC
(20,5%). Tan s6 alen G va C cling dugc xac
dinh, lan lugt chiém 54,5% va 45,5% trong
nhom d6i tugng tham gia nghién clru. Su khac
biét gitta phan bS kiu gen va tan s8 alen gilra
nhom duang tinh EBV va am tinh EBV khdéng cé
su khac biét trong doi tugng nghién cdu
(p>0,05)

3.3. Mai lién quan giira da hinh don
nucleotide rs1049174 G/C va tai lugng EBV
trong mo nghién ciru
4x10%-

p=0,02*
—

3x10%=

2x1034

1x10-

Néng dé EBV trong khéi u (sé ban copy/ug DNA)

0 T T
Alen C Alen G
Hinh 1: Méi lién quan giifa nong dé EBV
tich liy trong mé u lympho té bao B voi
kiéu alen cua rs1049174 gen NKG2D
Nong do virus EBV trong khdi u tang cao
trong nhithg mau cé mang alen G so vdi nhifng
mau mang alen C, su khac biét nay cd y nghia
théng ké (p=0,02). (Hinh 1)

IV. BAN LUAN
Céc nghién citu trudc day chi ra rdng cd ché
dau tién ctia hé mien dich tu nhién chong lai cac

té€ bao ung thu cé lién quan dén hoat dong cla
cac té bao NK. Két qua tir mot nghién clru trén
cac bénh nhan bi bénh ung thu lién quan dén
virus HPV cho thdy rang, cac t€ bao T doc
(CD8) va t&€ bao NK & nhitng ngudi cé ki€u gen
HNK/HNK ludn cé bi€u hién gen NKG2D cao han
so v6i nhitng ngudi c¢d ki€u gen HNK/LNK va
LNK/LNK®. Nhu vay, tinh da hinh rs1049174 diéu
chinh su bi€u hién ctia gen NKG2D tir d6 ¢ anh
hudng dén hoat dong cua cac té€ bao gay doc
qua thu thé NKG2D. Céc nghién clu ciing chi ra
rdng, nhitng ngudi mang alen HNK s€ mac ung
thu véi ty 1€ thap haon: nhu ung thu v, ung thu
dai truc trang®”.

Nghién clru cla ching t6i lai cho thady co su
tich 10y cao cac ban sao DNA clia EBV & nhirng
bénh nhan u lympho t€ bao B mang alen G trén
gen NKG2D rs1049174. Nhiing ca thé mang alen
G cho thay c6 sy’ hoat dong manh cla cac té€ bao
mien dich gay doc té€ bao’. Trong mdt nghién
cltu cia LaCasce va cdng su' da cho thdy trong
trudng hgp mien dich qua trung gian té€ bao bi
suy giam, virus ¢ thé nhan Ién mdt cach khdng
kiém soat va cac khang nguyén trén bé mat virus
cd xu hudng thay doi®. Vi vay sy gia téng kha
nang bi nhiém EBV & nhiing bénh nhan mang
alen G ¢6 thé do lién quan dén suy gidm mién
dich bat ngudn tr qua trinh |80 hda cla tudi gia
tic la 130 hdéa trong kha nang gay miéen dich®.
Trong mot nghién clru khac dd chi ra rang
nhitng ngudi mang ki€u gen GG va GC lam ting
nguy cd mac ung thu da day & nhiing bénh nhan
Trung Quobc!®, Diéu nay ching té vdi cung mot
da hinh gen, nhung véi nhitng loai ung thu khac
nhau va thadm chi la tiing dang khac nhau trong
loai ung thu doé cling s€ cé anh hudng trai ngugc
nhau. Tuy nhién, ching toi cling can phai tim
hiéu thém vé cac dic diém lam sang va can 1am
sang cua nhitng bénh nhan nay trong mot
nghién cru sau han.

Pay la nghién clu dau tién tai Viét Nam
danh gia vé moi lién hé gilta da hinh don
nucleotide rs1049174 cua gen NKG2D vGi kha
nang tich tu EBV trén bénh nhan u lympho té
bao B. TUr d6 cb thé thdng qua xac dinh da hinh
don nucleotide rs1049174 dé danh gia tién trién
cla bénh ciling nhu dua ra phudng an diéu tri
ddi méi cho can bénh nay.

V. KET LUAN

Nghién clru d3 xac dinh dugc da hinh don
nucleotide rs1049174 cla gen NKG2D & nhom
bénh nhan u lympho té bao B duadng tinh vdi
EBV. Cac phan tich dir liéu chi ra rdng viéc mang
alen G da hinh don rs1049174 cia gen NKG2D
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lam tang su tich lly virus EBV trong khGi u
lympho té bao B.

VI. LO1 CAM ON
Nghién ciu nay dugc tai trg bdi quy
NAFOSTED trong dé tai ma s6 108.02-2018.312.
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DAC PIEM LAM SANG, CAN LAM SANG VA KET QUA XU’ TRI SAN PHU
TIEN SAN GIAT TAI BENH VIEN PHU SAN NAM PINH NAM 2023

TOM TAT

Muc tiéu: Nhén xét dic diém Iam sang, cén lam
sang va danh gla két qua dleu tri clia san phu tién san
giat tai Bénh vién Phu san tinh Nam Pinh tIr thang
01/2023 dén thang 06/2023. Phuang phap nghién
clru: Mo ta cat ngang hoi cru. Két qua: Co 62 bénh
nhan tham gia nghlen cltu. Tudi trung, binh clia ddi
tugng nghlen clru 1a 29,87 + 7,09 tudi; chu yéu la
nhém tudi 21-55 chiém 69 4%. Phan Idn bénh nhan
dang mang thai con [an 'dau’ chiém 46,8%. Triéu
chiing lam sang chd yéu: tang huyét ap (100%), phu
(48,4%); triéu chlirng cén lam sang: Protein niéu
(53,2%). Cb 87,1% s0 trudng hop phai dung thuoc ha
ap don thuan hoac két hdp véi cac thudc ha ap khac.
71% s6 truGng hop dugc mé 14y thai va 90,3% s&
trudng hgp khong cé bién chimg sau didu tri. K&t
luan: Bién chirng trong diéu tri tién san giat chiém ty
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I& nhé va mé Iay thai la perdng phap diéu tri cha yéu
cUa tién san giat tai Benh vién Phu san Nam Dmh
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san giat.

SUMMARY
CLINICAL, PARACLINICAL
CHARACTERISTICS AND OUTCOMES
TREATMENT OF PREECLAMPSIA PATIENTS
AT NAM DINH OBSTETRICS AND

GYNECOLOGY HOSPITAL IN 2023

Objectives: Examine clinical and paraclinical
characteristics and evaluate treatment outcomes of
women diagnosed with preeclampsia at Nam Dinh
Obstetrics and Gynecology Hospital from January
2023 to June 2023. Research method: Retrospective
cross-sectional description. Results: There were 62
patients took part in the research. The average age of
the subjects was 29.87£7.09 years old; mainly the
age group 21-55, which accounts for 69.4%. Most
patients were pregnant for the first, accounting for
46.8%. Main clinical symptoms: hypertension (100%),
edema (48.4%); paraclinical symptoms: Proteinuria
(53.2%). Antihypertensive medications were needed



