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KHAO SAT MOI TUO'NG QUAN GIT’A MG’'C PO LYMPHO BAO XAM NHAP
U (TILS) VO'I NHIEM EPSTEIN-BARR VIRUS (EBV) O’ UNG THU’ VOM HONG

Nguyén Hoang Viét', Lwong Thj Phuong Anh',
Nguyén Thi Thuy Duwong', Nguyén Hiru Quoc'

TOM TAT

Muc tiéu: Xac dinh mdi tuang quan gitra mic do
lympho bao xam nhap u (TILs) véi lugng EBV tich Ity
trong khGi u vom hong (UTVH). Poi tugng va
phuadng phap Nghién cUu cat ngang thuc hién trén
141 mau mo sinh thiét cua cac bénh nhan dudc chan
doan UTVH tai Bénh vién K3 Tan Triéu, Ha Noi trong
n&m 2020. K&t qua: chi ra réng TILs mc do 2 chiém
ty 1€ cao nhat véi 60/141 ca (42,6%); ty |&é nhiem EBV
la 125/141 ca (88,7%); Nhoém EBV+ co kha nang s6ng
sot cao han nhém EBV- (p 0,001); Khong co su lién
hé ro rang gilta mc d6 TILs hay EBV vdi cac dac
dlem ldam sang (p>0, 05). Ket luan: lugng EBV trong
md u khong lién quan rd rang dén mirc do TILs, tuy
nhién EBV & khéi u TILs mirc d6 trung binh (muc 2 va
3) cao hon TILs mirc do 4, cho thdy dugc mai lién hé
phurc tap gilra EBV, phan (ng miéen dich cita mo u va
cac yéu to lam sang. Twr khoa: Epstein-Barr virus,
TILs, ung thu vom hong (UTVH).

SUMMARY
THE CORRELATION BETWEEN TUMOR-
INFILTRATING LYMPHOCYTES (TILs) AND

EPSTEIN-BARR VIRUS (EBV) STATUS IN

NASOPHARYNGEAL CARCINOMA
Objective: To determine the correlation between
the Tumor-Infiltrating Lymphocytes (TILs) expression
and the concentration of EBV in nasopharyngeal
carcinoma (NPC). Subjects and Methods: A cross-
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sectional study was conducted on 141 biopsy samples
from patients who were diagnosed with NPC at K3 Tan
Trieu Hospital, Hanoi during 2020. Results: The
highest TILs prevalence at scoring 2, accounting for
42.6% (60/141); the EBV+ displayed in 125/141 cases
(88.7%); and the EBV+ patients had better overall
survival than the EBV- patients (p=0.001); however
no significant differences were found between the
TILs expression and EBV status associated with clinical
characteristics (p>0.05). Conclusions: The EBV load
in the tumor tissue is not significantly related to TILs
levels, although TILs at mild level (scoring 2 and 3)
showed EBV concentration higher than scoring 4,
indicating a complex interplay between EBV, tumor
immune response and clinical factors.

Keywords: Epstein-Barr virus, TILs,
Nasopharyngeal carcinoma (NPC).
I. DAT VAN DE

Ung thu vom hong (UTVH) la mot loai ung
thu ph6 bién, cd ty 1é t& vong khd cao vdi
khoang 122.000 ca mdi mdc va 73.000 ca tur
vong nam 2022 (GLOBOCAN 2022)!. Dua vao
déc diém md bénh hoc, UTVH dugc phan loai
thanh 3 dang chinh 1a: ung thu bi€u mé t&€ bao
vay khéng sting hda (chiém khoang 95%), ung
thu bi€u md t& bao vay siing hda va ung thu té
bao dang day>.

TILs la cac t€ bao lympho xam nhap khai u,
thanh phan quan trong ctia vi moi tru’(‘jng khGi u
c6 tac dung chdng té bao u. Ngay cang c6 nhiéu
b&ng chifng chi ra TILs xam nhap vao md u dan
dén tién lugng t6t hon cling nhu du bao kha
nang dap rng diéu tri cho ngudi bénh ung thu
mac du cd thé con phu thudc nhiéu vao thanh
phan cla hé lympho xam nhap.3
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EBV (Epstein-Barr Virus) la mot loai virus
phé bién & ngudi va cé bi€u hién trong nhiéu loai
ung thu khac nhau nhu ung thu vom hong
(UTVH), u lympho Hodgkin, ung thu da day...
Mac du EBV c¢d vai tro diéu hoa vi moi trudng
khéi u, tao diéu kién cho khdi u phat trién, mdi
lién quan gilta EBV va mulc d6 TILs trong UTVH
van can dugc lam sang té thém.

Nghién c(tu nhdm muc dich xac dinh mdi
tugng quan gilta mi'c d0 xam nhap TILs vdéi
lugng EBV tich Ity trong khdi u vom hong va
danh gid mdi lién quan gitta cac dic diém Idm
sang, tién st bénh véi mdc d6 xam nhap TILs
trong UTVH.

II. DOI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tuong nghién ciru: 141 mau mo6
u dic nén cla ngudi bénh dugc chan doan
UTVH tai Bénh vién K Tan Triéu, Ha NGi trong
nam 2020.

* Tiéu chuén lua chon: Ngudi bénh dugc
chan doan 1a UTVH bang cac xét nghiém té& bao
hoc va mo bénh hoc la UTVH.

* Tiéu chudn loai tri: Cac trudng hogp
mac UTVH cung vdi cac loai ung thu khac. Cac
trudng hgp mau nén bi hao mon hoac hao hut
khong tim thay ving moé u.

2.2. Phucng phap nghién ctu

Thiét ké nghién ciau: Mo ta cdt ngang.

Dia diém nghién cdu: Trung tdm nghién
cru Gen - Protein, Trudng Pai hoc Y Ha Noi.

Phuong phap nghién ciu:

- Tach chiét DNA: Tach chiét DNA bang
QIAamp DNA FFPE Tissue Kit (QIAGEN, 56404)
theo hudng dan cla nha san xudt, bdo quan &
nhiét do -20 dé C. )

- Xac dinh néng d6 EBV trong mau mé bang
ky thuat Realtime-PCR: s dung bo kit
GeneProof  Epstein-Barr  virus (EBV) PCR
(EBV/ISEX/100), thuc hién trén hé thdng
QuantStudio3 cla Applied Biosystems theo
khuyén cdo clia nha san xuat. Do kich thudc khoi
u khéng dong nhat nén gia tri két qua noéng d6
EBV clia mau c6 dan vi la s6 ban sao/ug DNA.

- Xac dinh mic do TILs: Pugc danh gia trén
tiéu ban khdi u nhudm H&E va dugc chia theo cac
mdc khuyén cdo nhu sau: 1+(Thua thét) <10%;
2+(ft nhe): 10-40%; 3+(Vira phai): 40-70% va
4+(bam dac): >70%. Cac ca 3+; 4+ la nhom TILs
Cao va cac ca 1+; 2+ la nhom TILs thap.

2.3. Xir ly s6 liéu. K&t qua dugc x{r ly bang
phan mém Graphpad prism 8.0.3. Kiém dinh
Fisher dugc st dung dé xac dinh sy’ khac biét cd
y nghia thdng ké. Kiém dinh dudc coi la ¢ y
nghia khi p < 0,05.

Il KET QUA NGHIEN cU'U
_3.1. Mirc dd TILs va méi lién quan dac
diém lam sang trong UTVH

TILs

=3
2
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Hinh 1: Mirc dé xam nhéap té bao Lympho
trén UTVH
Trong nghién cttu nay, TILs mic 2 chiém ty
Ié cao nhat véi 60/141 ca (42,6%), TILs mic 1
chi€m ty & thap nhat véi 12/141 ca (8,5%), TILs
mUrc 3 va 4 lan lugt chiém 35,4% va 13,5%.
Bang 1. Méi lién quan giita dic diém Idm
sang cua UTVH voi mirc dé xam nhdp TILs

Mirc do TILs

TILs thap | TILs cao |p

(N=72) | (N=69)
Nhém <50 29 (46,8%)[33 (53,2%)| |
tudi >50 |43 (54,4%)[36 (45,6%)|
o s Nam [53 (51,0%)[51 (49,0%)
Gioi tinh ——\&"179(51,4%)|18 (48.6%)"
Nhiém Dudng tinh|65 (52,0%)[60 (48,0%)] |
EBV | Amtinh [7(43,8%) 9 (56,2%) |
Phan loai| UTBMKBH [45 (50,0%)[45 (50,0%)
“‘°h';§“h UTBMVKSH|27 (52,9%)(24 (47,1%)"

Két qua khong cd su khac biét cod y nghia
thdng ké gilta cac dac diém I14m sang cla bénh
nhan UTVH vdi tinh trang xam nhap khéi u cla
TILs (p>0,05).

3.2. Mlrc do xam nhap TILs va lugng
EBYV tich liiy trong khoi u cia UTVH.

EBV status (copies/ug DNA)

TiLs

—

T
thap TiLs cao

5x%10%

EBV status (copiesiug DNA)

Mirc a6 TiLs

A B
Hinh 2: M6i tuong quan giifa mirc dé TILs
va tinh trang tich lidy EBV trong khoéi u
Két qua cho thay lugng EBV tich Iy trong

khoi u & nhom TILs thap cao khong co y nghia
thong ké so v8i nhdm TILs cao (Hinh 2A). Trong
khi d6 Hinh 2B chi ra rang nhom TILs 2+ va TILs
3+ ¢6 lugng EBV tich Illy cao hon nhém TILs 4+
c6 y nghia thong ké (p=0,008 va p=0,02)

3.3. Moi lién quan giira TILs, EBV vGi
mdt s6 dic diém médi trudng sdng, thoi
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quen sinh hoat cua ngudi bénh UTVH

Bang 3. Méi lién quan giira dic diém méi truong séng vdi EBV va mic dé TILs

Mirc d6 TILs EBV
TILs thap | TILs cao p Amtinh | Ducongtinh | p
(N=43) | (N=20) (N=2) | (N=61)

AR 5 24(75%) | 8(25%) 1(3,1%) | 31(96,9%)
HOtthudela | yhong | 19(61,3%) [ 1238,7%) | "> [ 1(3,2%) | 30(%8%) | "™
St dung 46 6 [ 24(70,6%) | 10294%) | | 0(0%) | 34(100%) |

udng c6 con | Khong | 19(65.5%) | 10 34.5%) 2(6,0%) | 27(93,1%)

e C6 | 20(76,9%) | 6(23,1%) 1(3.8%) | 25(96.2%)
Benh man tinh ™ yhong [ 23(62,2%) | 1437,8%) | "> [ 1(2,7%) | 36(97,3%) | "°
St dyng thubc | Co | 15(60,0%) | 10(40,0%) | | 1(4%) | 24(9%%) | _

diéu tri Khong | 28(73.7%) | 10(26.3%) 1(2,6%) | 37(97,4%)
Tien st 6 [ 17(73,9%) | 6(26,1%) | | 1(4,3%) | 22(95,7%) | _

gia dinh Khong | 26(65.0%) | 14(35,0%) 1(2.5%) | 39(97.5%)
Khuvyc | Thanh thi | 12(63,2%) | 7(36,8%) | . | _0(0%) | 19(100%) |

sinh séng | Nong thon | 31(70,5%) | 13(29,5%) 2(4,5%) | 42(95,5%)

MGi tuong quan gilfa cac nhém st dung d6 udng cd con, tién sir bénh man tinh, str dung thudc diéu
tri va vé tién sir gia dinh, khu vuc sinh s6ng véi mirc d6 TILs, kha nang nhiem EBV déu khong c6 su’ khac

biét khi két qua cho thay p > 0,05.

3.4. Méi lién quan giita TILs véi dac
diém song con, kha nang tai phat cua
ngu'di bénh UTVH
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Hinh 3: Mé6i tuong quan giita kha nang séng
con cua cac nhom dua trén EBV va TILs
Trong 15 thang theo doi thdi gian song toan
bd clia 63 ca bénh sau khi chan doan ¢4 5 ca da
t&r vong, chd yéu trong nhdm TILs thap vdi 4 ca
(80%). Tuy nhién khong co su khac biét thong
ké gilta cac nhém TILs cao va TILs thap (Hinh
3B). Két qua ghi nhan su khac biét thdng ké gilra
2 nhom EBV+ va EBV- véi p=0,0011 (Hinh 3A).

Badng 4. Méi lién quan giida tinh trang sau diéu tri cua nguoi bénh UTVH vdi mic do TILs.

Mirc do TILs EBV
TILs thap TILs cao P Am tinh | Duong tinh P
On dinh 27(64,3%) 15(35,7%) 1(2,4%) 41(97,6%)
Téi phat | 5(83,3%) 1(16,7%) | P 9% [o0%) | e(t00%) | P7%%°

O nhom bénh nhan tai phat cé 5/6 ca
(83,3%) mirc do TILs thdp va toan bo la trudng
hgp EBV+ (100%), tuy vay két qua khong co y
nghia thong ké (p > 0,05).

IV. BAN LUAN

Sy lay nhiém virus la mot trong nhifng
nguyén nhan quan trong trong su hinh thanh
ung thu. Cho dén nay, mdi lién quan gitta EBV
va muc d6 TILs & nhirng bénh nhan UTVH van
con nhiéu tranh cai do su’ tac dong cla cac yéu
t6 khac nhau. D& khao sat mdi lién hé gilra murc
dé xam nhap TILs trong khGi u va nhiém EBV
trong UTVH, chidng t6i da xac dinh sy cd mat
cla EBV trén 141 mau m6 UTVH da dugc phan
loai 4 mic d6 TILs theo giai phau bénh, va danh
gia mdi lién quan gilta TILs véi cac dic diém 1am
sang, can lam sang. Két qua ty 1€ EBV+ la
88,7%, su khac nhau gilta cac nghién cltu xuat
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phat tir ¢ mau, vi tri dia ly, dd tudi, phan loai
mo bénh hoc...

Trong cac nghién clfu trudc day, EBV thudng
xuyén lién hé méat thiét véi cac bi€u hién mién
dich trong mé u, TILs c6 thé khac biét dang ké
gitfta EBV am tinh va duong tinh, nén thanh phan
TILs c6 thé quyét dinh tién lugng*s; EBV thudng
gay ra phan r'ng mieén dich manh mé, kich thich
s’ xam nhap TILs® . Trong phan tich cla chlng
t6i nhan thay cé su khac biét co y nghia clia muc
TILs gilta cac cdp do khac nhau (p = 0,008 va p
= 0,02), nhung khong ghi nhan sy khac biét cé y
nghia théng ké gitra nhdom TILs thap va cao. Do
¢ thé khdng phai toan bd té bao lympho TILs
gay anh hudng lén khéi u ma chi mét s6 dong
lympho nhat dinh hoac EBV ¢ cG ché tron tranh
dugc su dap (ng cla TILs trong UTVH. Chlng
t6i khong ghi nhan mai lién hé rd rang gitra mdrc
do TILs hodc EBV vdi cac yéu to Iam sang nhu
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tudi, gidi tinh, phan loai md bénh hoc, théi quen
hat thubc, sif dung d6 uéng cé con hoac tién sir
bénh gia dinh (p>0,05). Mdc du cac nghién clu
trudc, cac yéu té nay co su anh hudng dén mic
do TILs trong mot s6 ung thu®. Diéu nay phan
anh tinh phic tap da yéu t6 anh hudng dén
phan 'ng mién dich trong khdi u.

Phan tich Kaplan-Meier cho thdy kha nang
s6ng con nhém EBV- kha ndng sdng con giam
hon so véi EBV+ (p=0,001). Tuy nhién mic do
xam nhap TILs khéng cdé khac biét dén kha nang
s6ng con trong nhom nghién ctu nay. Trong khi
vai trd cta TILs trong mé u cb thé coi nhu mét
yéu té du bao tich cuc cho tién lugng bénh ung
thu®7, thi sy’ khong khac biét trong nghién clru
nay cho thay phan ng mién dich qua TILs la
mot yéu td doc lap hodc két hop cac yéu tbé khac
anh hudng tai dép Ung cta UTVH.

Nghién clftu_cta ching t6i cling gdp mot s6
han ché. C& mAu con han ché, anh hudng dén
kha nang phan tich mdi lién hé phdc tap giia
EBV, TILs va cac yéu td khac. Tuy nhién két qua
nghién cru nay dem lai thém nhing hiéu biét vé
cd ché mién dich clia ung thu vom hong, xay
dung nén tang cho cac Ung dung lam sang cai
thién chat lugng s6ng cla bénh nhan ngay tai
Viét Nam.

V. KET LUAN

Nghién ctu chi ra EBV la mot yéu té nguy co
cao anh hudng téi UTVH khi nhém EBV- cd thai
gian s6ng toan bo thap hon nhém EBV+, trong
d6 EBV+ tich Ity trong u ty 1é nghich véi su’ biéu
hién cua TILs. Mac du khong quan sat thdy mic
d6 TILs lién quan dén kha nang séng con cua

bénh nhan UTVH hay lugng EBV tich Iy trong
mo u, phan anh tinh phiic tap vé cg ché bénh
sinh clia UTVH ciing nhu sy’ cdu thanh da phic
hgp clia nhitng té bao lympho trong TILs.
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Pat van dé: Huyet khai tinh mach sau la benh Iy
tham 18ng nguy hiém, do nhiéu nguyén nhan gay nen
nhu chan thuong, gay xuong chi dugi, bénh ly ndi
khoa. Phau thuét gy xudng 16n chi dudi téng nguy cd
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Huynh Ma Phuwong Duy!

gay nén huyét khéi tinh mach sdu. Muc tiéu nghién
ciru: Xac dinh ti I& hién mac huyét khdi tinh mach sau
va khao sat mét s6 y€u t6 nguy cd gay ra huyét khoi
tinh mach sau & bénh nhan gay xuaong I6n chi du‘d|
Phu’dng phap nghuen clru: Nghién clru tién clru mod
ta trén bénh nhan gdy xudng 16n chi dudi dugc chan
doan va diéu tri tai khoa Chan ‘thuong Chinh hinh —
Bénh vién Nhan dan Gia Pinh. T4t ca bénh nhan dugc
kham, danh g|a nguy co theo thang diém Caprini, siéu
am Doppler mau tinh mach chi dudi thdi diém nhap
vién va sau md. Két qua nghlen cfu: Khao sat trén
90 bénh nhan gdy xudng I6n chi dudi cho thay ti lé
huyét khGi tinh mach 18,8% (17/90 bénh nhan).
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