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XAC DINH TY LE POT BIEN XOA POAN GEN LMP1 VA MOI TUONG QUAN
VO NONG PO EPSTEIN-BARR VIRUS (EBV) TRONG UNG THU’ VOM HONG
Lé Ha Long Hai!, Tran Thi Lan?, Ta Vin Thao!,

Nguyén Vin An?3, Pham Ha Anh'4, Nguyén Hoang Viét!

TOM TAT

Ung thu bi€u mé vom hong (NPC) la loai ung thu
pho bién nhat trong s0 cac bénh ung thu dau co tai
Viét Nam Su xuat hién Protein mang tiém &n 1
(LMP1) cla virus Epstein Barr (EBV) dugc cho la cd
lién quan dén su phat trién cua t& bao ung thu NPC.
Chung toi tién hanh xac dinh ty 1& dot blen x0a doan
30bp gen LMP1 va moi tuong quan VGi nong doé EBV
trén benh nhan ung thu' vom hong. Thiét_ké nghlen
cttu mo ta cat ngang thuc hién trén 140 mau md sinh
thiét clla bénh nhan ung thu vom hong tai Bénh vién
Pai hoc Y Ha Nai. Dot bién gen LMP1 du‘dc phat hién
bang k§ thuat PCR; ndng do EBV trong mau md derc
xac dinh bang perdng phap Realtime PCR. Két qua
cho thdy c6 127/140 (90,7%) mau dudng tinh véi gen
LMP1 va 75/127 (59,1%) mau mang dot bién mat
doan 30bp trén gen LMP1. Tuy nhién nong doé EBV &
nhom c6 dot bién cao hon nhém khdng c6 dot bién
x6a doan gen LMP1 mac du khong oy nghia théng
ké vai p > 0,05. Két qua nghién cuu chung toi chi ra
rang dot blen x6a doan LMP-1 cla EBV chiém uu thé
trong quan thé lam tdng kha n&ng séng s6t cta virus
nhung lai khéng lam gia tdng dang k& lugng EBV
trong mO0 NPC. T&r khoa: Ung thu vom hong, gen
LMP1, Epstein-Barr virus.

SUMMARY
LMP-1 EBV GENE DELETION MUTATIONS
AND ASSOCIATED WITH EPSTEIN-BARR
VIRUS STATUS IN NASOPHARYNGEAL

CARCINOMA

Nasopharyngeal carcinoma (NPC) is the most
common type of head and neck cancer in Vietnam.
Epstein Barr virus (EBV) plays important role to the
development of NPC cancer cells via the Latent
Membrane Protein 1 (LMP1). We conducted this study
with the goal of determining the rate of deletion
mutations in the 30bp LMP1 gene and its correlation
with EBV concentrations in nasopharyngeal cancer
tumors. Cross-sectional descriptive study design
conducted on 140 biopsy tissue samples derived from
nasopharyngeal cancer patients at Hanoi Medical
University Hospital. LMP1 gene mutations were
detected by PCR technique and EBV concentration in
tumors were measured by Realtime PCR method. The
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results showed that 127/140 (90.7%) samples positive
with the LMP1 gene and among them 75/127 (59.1%)
samples carried to LMP-1 gene 30bp deletion
mutation. Besides, the EBV concentration in the group
with the mutation was higher than the group without
the LMP1 gene deletion mutation, however p > 0.05.
Our results showed that the LMP-1 deletion mutation
of EBV is dominant in the population, increasing the
ability of the virus to survive but does not significantly
increase the EBV status in NPC tissues.

Keywords: Nasopharyngeal cancer, LMP1 gene,
Epstein-Barr Virus.

I. DAT VAN DE

Ung thu biéu md vom hong (NPC) 13 bénh Iy
ac tinh xut phét tir cdc té€ bao biéu mé ving
vom mii hong. NPC la bénh ddc hiru ¢ mién
Nam Trung Qudc, mét s6 khu vuc & Bong Nam A
va Chau Phi. Theo thong ké clia Globocan nam
2022, ty 1€ mac ung thu vom hong & Viét Nam
khoang 5613 ca chiém 5,6% s6 ca ung thu vom
hong & Chau A. Dua vao phan loai m6 bénh hoc,
WHO chia ung thu vom hong lam 2 loai la ung
thu biéu mé té bao vay (UTBMTB) siing hda va
UTBMTB vay khong sirng hdal. YEu t6 nguy co
cla NPC bao gBm moi trudng, dinh dudng,
vung dia ly, yéu t6 di truyén dua trén tinh da
hinh HLA (khdng nguyén bach cau ngudi), nhiém
Epstein-Barr Virus (EBV)...

EBV thudc ho Human Herpes Virus, mot loai
virus lién quan dén nhiéu loai ung thu phd bién
nhu: ung thu vom hong, u lympho Hodgkin, ung
thu da day... Mdi lién quan giCra NPC va EBV lan
dau tién dugc phat hién bdi cac nghién cliru dich
t& huyét thanh hoc cho thdy khdng thé IgA
chdong EBV tang cao trong huyét thanh bénh
nhan NPC2. Su hién dién cla virus EBV & cac té
bao ung thu vom hong ¢é ngudn gbc vé tinh ggi
y mdi lién quan chat ché cta EBV vdi sinh bénh
hoc NPC3.

Gen Protein mang tiém &n 1 (LMP1) la mét
gen cla virus EBV, dudc phat hién trong hau hét
cac sinh thiét mii hong ctua bénh nhan mac
NPC% Gen LMP1 c6 kha ndng gay bién ddi, (c
ché t& bao biéu md va hoat dong nhu mot
protein, khdi dau cho su bién ddi ac tinh cua t&
bao*. DOt bién gen LMP1, dac biét la dot bién
x6a 30 bp trén gen LMP1 tao ra cic san pham
LMP1 dot bi€n gilp EBV né tranh dap (rng mién
dich cta co thé, kha néng bién ddi cao han tir d6
hinh thanh khai u®.
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Chlng t6i thuc hién nghién cltu nay nhdm
xac dinh ty Ié dot bién xda doan gen LMP1 va
moi tudng quan gilta dot bién gen LMP1 vdi
nong do EBV trén bénh nhan ung thu vom hong.
Két qua nghién clfu sé gop phan lam sang té cc
ché gay bénh cla virus EBV vGi sinh bénh hoc
ung thu vom hong, hudng tdi cac liéu phap diéu
tri dich.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Paoi tucng nghlen ciru. Nghlen ctu
dugc thuc hién trén 140 mau mo ddc nén cua
bénh nhdn da dugc chan dodn ung thu vom
hong nguyén phat tai Bénh vién Dai hoc Y Ha
NOi tUr ndm 2019-2021. Bénh nhan tham gia
nghién cltu déu dudc thu thap théng tin vé tudi,
gidi, tién s va phan loai mé bénh hoc.

2.2. Phucng phap nghlen clru

Tdch chiét DNA. Mau mo dlc nén s& dudc
cat 1t mong 5um va thu thdp trong 6ng
eppendoft 1,5mL. Tién hanh tach chiét DNA tong
s6 bang QIAamp DNA FFPE Tissue Kit (QIAGEN,
56404) theo hudng dan clia nha san xuét. Sau
d6 mau DNA dugc bao quan & nhiét do -20°C.

Xac dinh nong dé EBV bang Realtime-
PCR. D& xac dinh ndng do EBV trong mau DNA,
nhém nghién cttu st dung bo kit GeneProof
Epstein-Barr virus (EBV) PCR (EBV/ISEX/100) cé
nong dd cua chudn duong tinh ndm trong
khoang 10 dén 107 (s6 ban sao/pL). Phan (ng
Realtime-PCR dudgc thuc hién theo khuyén cdo
cla nha san xudt trén mdy QuantStudio3 cua
hang Applied Biosystems. Do kich thudc khéi u
gitta cac bénh nhan la hoan toan khong dong
nhat nén do d6 gia tri két qua nong d6 EBV cla
mau cb don vi la s6 ban sao/ug DNA.

Xac dinh dot bién xoa doan 30 bp trén
gen LMP1 bang PCR. PCR khuéch dai gen
LMP1 sir dung cap moi Fw: 5'-CTA GCG ACT CTG
GAA AT- 3’ va Rv: 5-CGC GGA TCC TTA GTC
ATA GTA GCT TAG- 3’ °. Thanh phan phan (fing
PCR gom: 2,5 puL DNA; 5 pL GoTaq Green
Mastermix 2X 1 pL mdi mdi; 0,5 WL nudc cat.
Chu ky nhiét nhu sau: 95°C trong 7 phut; 35 chu
ky: 94°C trong 90 giay, 55°C trong 1 phut, 72°C
trong 90 gidy; 72°C trong 7 phut. Tién hanh dién
di trén gel Agarose 2%, dém TBE 1X, dién ap
120V, 45 phit. San phdm khuéch dai c6 kich
thudc 200bp la mang dot bién xda 30bp gen
LMP1, san pham khuéch dai co kich thudc 230bp
la khong c6 dot bién xda doan LMP1.

X' ly s6 liéu. Két qua dugc xr ly bang
phan mém Graph Prism 8.0.1. Su’ khac biét cd y
nghia thdng ké khi p< 0,05.
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Il. KET QUA NGHIEN cUU
3.1. Pic diém doéi tugng nghién ciru
Bang 1: Pic diém chung cua déi tuong
nghién cuu

. Ung thu | EBV
Pac diém vom duong
hong (%)|tinh (%)
Tuoi (trung binh + do
léch chuan) 52,68 + 13,4
Gidi Nam 106 (75,7)[97 (76,4)
NG 34.(24,3) [30(23,6)
Phan | UTBMTB vay
loai siing hda 5(36) | 324
mé bénh| UTBMTB vay
hoc |khdng simg héa |13° (96:4)[124 (97,6)
Tong 140 (100) |127 (100)

Nghién clfu thuc hién trén 140 bénh nhan
dudc chudn dodn mdc ung thu vom hong
nguyén phat & do tudi trung binh: 52,68 + 13,4.
Bénh gap chu yéu & nam gidi vdi ty I&é nam/niT la
3,1 va thudc loai UTBMTB vay khéng siing hda
(96,4%). (Bang 1)

Ty |é nhiém EBV tuong d6i cao 127/140
(90,7%) bénh nhan duong tinh vGi EBV. Trong
doé ty 1é nam méc EBV cao han nir gép 3,2 lan va
nhiém EBV g&p hau hét  nhém ung thu bi€u md
t€ bao vay khong sirng hoéa (124/127). (Bang 1)

3.2. Ty lé dot bién x6a doan gen LMP1
trén bénh nhan ung thu vom hong

.
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Hmh 1 Ty 1é dot blen x0a doan 30 bp trén
gen LMP1 d bénh nhan ung thu' vom hong

Nghién clru cho thay 127/140 (90,7%) mau
dudng tinh véi gen LMP1. Trong dé ty 1€ dot
bién xdéa 30bp gen LMP1 chiém td&i 75/127
(59,1%); ty lé gen LMP1 khong cé dét bién xoa
doan la 52/127 (40,9%). (Hinh 1)

3.3. Mai tuong quan giira dot bién xda
doan gen LMP1 va néng do EBV
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30bp gen LMP1 va néng dé EBV trén bénh
nhan ung thu vom hong

Nong do6 virus EBV tdng cao han trén nhiing

mau c6 dot bién xda doan 30bp gen LMP1 so véi

nhom khong cé dot bién, tuy nhién gia tri p > 0,05.

IV. BAN LUAN

Nhiém virus EBV dudc cho la yéu t6 nguy cg
cao lién guan dén nhiéu loai ung thu trong dé c6
NPC, mdc du cd ch& gay bénh van chua dugc
lam rd. EBV bi€u hién mét s& protein & dang
tiém an dé duy tri trang thai ngi dong trén cac
té€ bao bi nhiem, trong d6 LMP1 la mot gen gay
ung thu quan trong cda virus nay. LMP1 da dudgc
chiing minh réing gay ra bién d6i nguyén bao sdi
cta loai gdm nham trong 6ng nghiém va gay ra
khGi u & chudt khoa thant. & chudt bién doi gen,
LMP1 gay ra bénh viém da téng san véi biéu
hién Keratin bat thudng. DGi véi té bao lympho B
trén co thé ngudi, gen LMP1 lién quan tdi viéc
kich thich t& bao téng hop DNA va chéng lai qué
trinh apotosis bang cach diéu chinh lai bi€u hién
bcl-27.

Trong cd ché bénh sinh ctia NPC, gen LMP1
m& hdéa cho mdt protein xuyén mang tiém &n
cla EBV. Gen c¢6 hai ving hoat hda chinh la C
Terminal Activation Region 1 (CTAR1l) va C
Terminal Activation Region 2 (CTAR2), tham gia
vao viéc kich hoat con dudng truyén tin hiéu ndi
bao thong qua NF-kB. NF-kB gilr vai tro quyét
dinh trong diéu hoa dap Ung mien dich vdi tinh
trang nhiém trung. Viéc kich hoat qua muc NF-
kB co thé dan dén ung thu, bénh ly tu mién, sdc
nhiém trung, nhiém V|rus8 bac biét, dot bién
mat di 30 nucleotide & vi tri ma hoa cho 10 axit
amin gan vung hoat héa CTAR2, lam mat vi tri
cat cia enzym gidi han Xhol, c6 lién quan tdi
tinh trang chuyén trang thai t& bao tir tién ung
thu sang ung thu?. Nhu vay viéc phat hién va
danh gia ty 1€ dot bién gen LMP1 so véi ndng do
virus EBV ¢4 y nghia quan trong, nhdm hiéu rd
cd ché bénh sinh NPC hudng tdi cac liéu phap
diéu tri dich.

Két qua nghién clu cta ching tdi chi ra
127/140 (90,7%) mau md c6 gen LMP1, trong
do6 75/127 (59,1%) mau md phat hién dot bién
mat doan 30bp trén gen LMP1. Ty 1€ mau DNA
c6 phat hién dot bién xda 30bp gen LMP1 trong
s6 mau cd gen LMP1 trén nghién cltu cla ching
t0i tai mién Bac Viét Nam (59,1%) tucng dong
vGi nghién clu cta Trinh Thi Hong Cua tai mién
Nam Viét Nam (57,5%)° va nghién clfu cta Hui
Shien See & Malaysia vai 19/34 (55,9%)7. Mat
khac, ty 1€ dot bién xd6a doan gen LMP1 cla
ching t6i thdp hon mot nghién clu khac tai

mién Nam Viét Nam cta Bang Khanh Duy: 51/70
(72,9%)°. Su’ khac biét nay cd thé do vi tri dia ly,
khuynh huéng di truyén dua trén da hinh HLA
(khang nguyén bach cau & ngudi) va mét s6 yéu
t6 moi truGng nhu: thudc 13, rugu bia...gilta cac
doi tugng nghién clru.

Nghién cru cho thay néng d6 EBV & nhom
¢ dot bién cao han nhdm khéng mang dot bién
x0a 30bp gen LMP1. Két qua nay phu hgp vdi gia
thuyét ban dau cua ching t6i do cd ché né tranh
dap tng mién dich khi xuat hién dot bién gen
nay Dot bién & dau C cua protein LMP1, gan
vung hoat héa CTAR2 lam mat vi tri gan cla
enzym cat gi6i han Xhol, mét loai enzym tham
gia vao cd ché slta d6i DNA va han ché DNA
ngoai lai tur vi sinh vat nhan sc nhu virus’. Do dé
dot bién mat doan 30bp cla gen LMP1 cé thé
lam tang n6ng d6 DNA cua virus EBV. Nghién
cltu gép phan hiéu hiéu rd cd ché sinh ung thu
cla dot bién gen LMP1, hudng tdi phucng phap
diéu tri nhu khéi phuc doan 30bp trén gen
LMP1%0 trén nhitng bénh nhan ung thu vom
hong lién quan dén EBV.

V. KET LUAN

Trong nghién clu nay, chidng t6i da phat
hién ty 1& d6t bi€n xda doan 30bp trén gen LMP1
trong nhirng mau c6 gen LMP1 véi ty 1€ 59,1%.
Bén canh d4, nong do EBV & nhom cd dot bién
cao han nhom khong co dot bién xda doan gen
LMP1 tuy nhién gid tri p > 0,05. Két qua nghién
clfu mang y nghia budc dau quan trong danh gia
mai lién quan gilta ty 1€ dot bién xda doan gen
LMP1 va nong d0 EBV tai Viét Nam hudng dén
hi€u rd cd ch& gy bénh cta EBV phuc vu diéu
tri dich bénh NPC.

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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BAO CAO CA LAM SANG: THOAT THUOC CAN QUANG
VAO TRUNG THAT QUA CATHETER TiNH MACH TRUNG TAM

Nguyén Quang Trung’, Lé Tuin Linh!2, Bui Thi Mai®

TOM TAT

Chup cdt I8p vi tinh cd tiém thudc cadn auana
ngoai viéc sif duna cac dudng truyén tinh mach ngoai
vi c6 thé phai sir duna qua dudna tinh mach trung
tam (catheter) ddc biét khi trong cac truna hap viéc
ti€p can ngoai vi kho thuc hién do thé trang clia nqudi
bénh do d6 tinh mach trung tam la mot qidi phap
dudc Iua chon. Thoat thudc can quang st dung dudng
truyén tinh mach ngoai vi da8 ducc bao cao nhiéu
nhung véi thoat thudc vao trung that thi cé nhiéu
nguy cc han, cac bién chirng va dau hiéu lam sanq it
dudc bao cdo. Ching toi trinh bay mot truGng hap
thoat mach thudc can quang vao trung that qua
catheter tinh mach trung tdm, cac dau hiéu lam sang
ngudi bénh sau thoat thudc va mot s6 hudng x0r tri
ducc thuc hién nagay sau thoat thubc can quana.
TruGng hdp dudc trinh bay chia sé kinh nghiém cach
danh qgia dudna truvén tinh mach trung tam dat tiéu
chuan trudc khi thuc hién viéc tiém thubc can quang,
cach xur tri sau khi bi thoat thudc.

Tur khoa: thoat thu6e can quang, CMEV

SUMMARY
CLINICAL CASE REPORT: EXTRAVASATION
OF CONTRAST MEDIA INTO THE
MEDIASTINUM THROUGH CENTRAL

VENOUS CATHETER
Contrast-enhanced computed tomography in
addition to the use of peripheral intravenous lines may
require the use of a central venous line (catheter),
especially in cases where peripheral access is difficult
to achieve. Due to the patient's condition or
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emergency situations that need to be done quickly,
central veins are the solution of choice. Extravasation
contrast media using a peripheral intravenous line has
been widely reported, but with mediastinal drainage,
what are the side effects? Complications and clinical
signs are rarely reported. We present a case of
extravasation of contrast medium into the
mediastinum through the central vein, the patient's
clinical signs after extravasation and some treatment
options performed immediately after contrast
extravasation. The presented case shares experiences
on how to evaluate the central venous line to meet
standards before performing contrast injection and
how to handle after drug leakage.
Keywords: extravasation contrast media, CMEV

I. DAT VAN PE

Thodt mach do thudc can quang (CMEV)
dudc dinh nghia la su ro ri cia thubc can quang
dugc tiém tinh mach tir khoang noi mach binh
thudng vao cac m6 mém xung quanh thudng
gap trong chup c&t I3p vi tinh (CT) ¢d tiém thudc
do s dung tdc dd va ap luc tiém cao, thé tich
thudc tiém 16n!. Trén Iam sang mo6t s6 bénh
nhan ching ta khdng thé tiép cin thiét lap
dudng truyén tinh mach vi tri ngoai vi (mu ban
tay, khay tay, ban chan) do thé trang ngudi
bénh va thuGng hay gdp nhat la nhitng bénh
nhan ung thu da diéu tri hoa xa tri hoac nhirng
truéng hdp cdp clru t6i cdp can thuc hién viéc
chup CT nhanh nhat dé& chan doan, vdi nhiing
bénh nhan nay thi sir dung catheter tinh mach
trung tdm (CVC) dé tiém thudc can quang la giai
phap?. Mot s6 bdo cdo vé viéc thoat thudc can
qguang vao trung that qua CVC da dudc bdo cao
nhung chua dua ra day da cac thong tin3=. Qua
ca lam sang nay chung toi trinh bay mot trudng
hgp thoat mach thu6c can quang vao trung that
qua CVC bao gobm cac dau hiéu lam sang sau



