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GIA TRI TIEN LUQNG CUA NONG PO cf EBV ADN HUYET TUONG
O BENH NHAN UNG THU BIEU MO VOM MUI HONG
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Tém tit
Muc tiéu: Panh gia gia tri tién luong song thém (ST) cia nong do cf EBV
(Epstein Barr virus) ADN huyét twong ¢ bénh nhan (BN) ung thu biéu mé vom
mili hong (UTBMVMH). Phwong phdp nghién ciru: Nghién ctru tién ciru, mo ta
theo ddi doc trén 84 BN UTBMVMH thé khong bi¢t hoa giai doan III - ['Va tai
Bénh vién K co s¢ Tan Triéu tir thang 8/2021 - 8/2024. Két qud: Gia tri ngudng
t6t nhat dy bao tai phat/di cin cuia EBV61a 1,5 copy/mL va EBV12 12 9,0 copy/mL,
p <0,001. Ty 1€ ST khong bénh va ST toan bd & nhém dudi ngudng cao hon nhém
trén ngudng cé y nghia thong ké (p < 0,005). Phén tich da bién, EBV6 va EBV12
la yéu td tién luong doc l1ap cho ST khong bénh va ST toan bd. Du bao ST khong
bénh: EBV6 (1,5 copy/mL) c6 HR = 9,585 (95%CI = 3,124 - 29,411), p <0,0001;
EBV12 (9,0 copy/mL) c6 HR = 10,359 (95%CI = 2,528 - 42,442), p = 0,001. Dy
bao ST toan bd: EBV12 (9,0 copy/mL) ¢6 HR = 5,933 (95%CI = 1,141 - 30,852),
p <0,05; EBV6 (1,5 copy/mL) c6 HR =5,517 (95%CI = 1,604 - 18,975), p < 0,05.
Két lugn: Ngudng EBV6 t6i wu 1a 1,5 copy/mL va EBV12 t6i vu 14 9,0 copy/mL,
la cac yéu td tién luong doc 1ap cho thoi gian ST khong bénh va ST toan bo.
Tir khoa: Ung thu biéu m6 vom miii hong; Nong d6 cf EBV ADN huyét twong;
Tién lugng; Séng thém khong bénh; Séng thém toan bo.
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PROGNOSTIC VALUE OF PLASMA cf EBV DNA CONCENTRATIONS
IN NASOPHARYNGEAL CARCINOMA PATIENTS

Abstract

Objectives: To evaluate the prognostic value for survival outcomes of plasma
EBV DNA concentration in nasopharyngeal carcinoma (NPC) patients. Methods:
A prospective, longitudinal, descriptive study was conducted on 84 patients with
undifferentiated NPC stages III - IVa Vietnam National Cancer Hospital, Tan Trieu
campus, from August 2021 to August 2024. Results: The best cut-off value
predicting recurrence/metastasis of EBV6 was 1.5 copies/mL, and EBV12 was 9.0
copies/mL, p < 0.005. The rate of disease-free survival (DFS) and overall survival
(OS) in the group below the cut-off was statistically higher than that in the group
above the cut-off (p <0.005). Multivariate analysis showed that EBV6 and EBV12
were independent prognostic factors for DFS and OS. DFS prediction, EBV6 (1.5
copies/mL) had HR = 9.585 (95%CI = 3.124 - 29.411) p < 0.0001, EBV12 (9.0
copies/mL) had HR = 10.359 (95%CI = 2.528 - 42.442) p = 0.001. OS prediction,
EBV12 (9.0 copy/mL) had HR =5.933 (95%CI = 1.141 - 30.852) p < 0.05, EBV6
(1.5 copy/mL) had HR = 5.517 (95%CI = 1.604 - 18.975) p < 0.05. Conclusion:
The optimal EBV6 threshold of 1.5 copies/mL and optimal EBV12 threshold of
9.0 copies/mL are independent prognostic factors for DFS and OS.

Keywords: Nasopharyngeal carcinoma; Plasma cf EBV DNA concentration;
Prognosis; Disease-free survival; Overall survival.

sau khi két thuc hoa xa tri [3, 4, 5]. Tuy
nhién, do that bai diéu tri tai chd va di

PAT VAN PE
Ung thu biéu m6 vom mii hong la » B
can dan dén ty I¢ ST khong bénh va ty
18 ST toan b 1an luot dao dong tur 70 -
90% [6, 7]. Do su lién quan vé sinh
bénh hoc cia UTBMVMH vo61 EBV
nén nhiéu du 4n sinh hoc ctia EBV di

mdt trong cac bénh 1y ac tinh hay gap
nhit trong cac khdi u ac tinh ving dau,
cd v6i > 70% trudng hop mic bénh &
khu vuc Pong Trung Québc, Pong Nam

A1, 2]. Biéu trf UTBMVMH giai doan
I1I - IVa gém hoa xa tri ddng thoi co hay
khong véi hoa chat din duong, khoang
> 90% truong hop dap rng hoan toan
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duoc sir dung trong chan doan, theo ddi
UTBMVMH [1, 4, 8]. Trén thé gidi, cac
nghién ciru di khang dinh noéng do cf
EBV ADN huyét twong co gi trj trong
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tién luong cho thoi gian sbng con cia
bénh nhu ST khong bénh, ST toan bo,
ST khong di can, ST khong tai phat [3,
4, 6]. O Viét Nam, cac nghién ctru vé cf
EBV ADN huyét twong véi UTBMVMH
con it, méi chi tap trung mo ta mbi lién
quan cua bénh voi dic diém lam sang,
can lam sang, giai doan bénh. Vi vay,
chung t61 thuc hi¢n nghién cuiu nay
nham: Pdnh gid gid tri tién lwong ciia
nong dé cf EBV ADN huyét twong trong
dy dodn két qua ST ¢ BN UTBMVMH
giai doan 11l - IVa.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Gom 84 BN mic UTBMVMH tai
Bénh vién K co s& Tan Triéu.

* Tieu chudn lwa chon: BN mic
UTBMVMH thé khong biét hoa (WHO
4™ Joai III); BN giai doan III - IVa
(UICC/AJCC 8™); BN duoc diéu tri
bang hoa xa tri déng thoi co hodc khong
c6 hoa chat din duong; BN dép tng
diéu tri hoan toan sau hoa xa tri va
khong phat hién tai phat va’hoac di can
trong vong 3 thang sau hoa xa tri; BN
dugc dinh lugng néng do cf EBV ADN
huyét twong trude va sau diéu tri; BN
ddng y tham gia nghién ctru.

* Tiéu chudn logi triv: BN khong c6
day di ho so hodc hd so nghién ctru
khong r0 rang.

* Dia diém va thoi gian nghién ciru:
Tai Bénh vién K co s& Tan Triéu va
Trung tdm Sinh hoc phan tr, Vién
Nghién ctru Y Dugc hoc Quan sy, Hoc
vién Quan y tr thang 8/2021 - 8/2024.

2. Phuwong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
tién ctru, mo ta theo doi doc.

* Phirong phdp chon ¢ mdu, madu:
Theo cac nghién ctu trudce, ty 1€ tién
trién bénh sau xa tri 1a 30 - 45% ¢ giai
doan III - IV, vo1 d0 tin cay 95%, luc
mau 90% [2]. Ap dung cong thirc tinh
c& mau cho ty 1& ¢& mau can tir 55 BN,
trén thuc té, nghién ctru c6 84 BN. Chon
mau toan thé.

* Bién s6, chi s6 nghién ciu: Ty 18
ST: ST khong bénh, ST toan bd. N@)ng
d6 cf EBV ADN huyét twong: Trudc
diéu tri (preEBV), cf EBV ADN huyét
turong 1 thang sau hoa xa tri - thoi diém
danh gia dap ung sau diéu tri (postEBV),
6 thang sau postEBV (EBV6) va 12 thang
sau postEBV (EBV12).

* Phirong phdp tién hanh: Chon BN
UTBMVMH thé khong biét hoa giai
doan III - IVa. Diéu tri hoa xa tri déng
thoi c¢6 hodc khong c6 héa chat din
duong. Panh gia dap tng diéu tri: Sau
khi két thuc hoa xa tri 1 thang, danh gia
dap tng diéu tri theo tiéu chuan
RECIST 1.1, chon cac BN dap tng
hoan toan. Theo ddi dinh ky: Theo doi

53



TAP CHi Y DUQC HQC QUAN SU SO 3 - 2025

bét dau tinh tir khi BN dwoc danh gia 1a
dap ung diéu tri hoan toan sau diéu tri,
dinh ky 3 thang trong 2 nim dau. Pinh
luong ndng d6 cf EBV ADN huyét
trong. BN khong duoc 14y mau sau khi
ghi nhan tai phat/di can. Ky thuat dinh
luong bang k¥ thuat real-time PCR [9].

Trong nghién ctru, thoi diém bat dau
ching t61 chon dugc 239 BN
UTBMVMH thé khong biét hoa giai
doan III - [Va, sau diéu tri con 149 BN,
sau 6 thang con 114 BN, sau 9 thang con
91 BN, khi két thiic nghién ctru con lai
84 BN du tiéu chuén.

* Xir Iy sé liéu: Bang phin mém
thdng ké SPSS 22.0. Ap dung kiém dinh

Friedman, phan tich duong cong ROC,
phuong phap Kaplan-Meier, kiém dinh
Log-rank, phan tich da bién sir dung hoi
quy Cox. Su khéc bi¢t dugc coilacoy
nghia théng ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru tién hanh dam bao tudn
thi cac nguyén tic dao duc trong nghién
ctru y hoc va duge Hoi dong Pao duc
trong nghién ctru y sinh cua Bénh vién
Quan y 103 thong qua (Chung nhan chép
thuain s6 1811/CNChT-HPPP ngay
23/7/2021). Sb liéu nghién ciru duge
Bénh vién Quan y 103 cho phép stir dung
va cong bd. Nhom tac gia cam két khong
c6 xung dot o1 ich trong nghién ctru.

KET QUA NGHIEN CUU

Bang 1. Pic diém chung ctia dbi twong nghién ctru.

Pic diém S6 BN (n) Ty 1& (%) p

Tudi, X+ SD, tudi (n = 84) 46,29 + 14,46

>45 48 57,1

<45 36 42,9
Gi6i tinh (n = 84)

Nam 55 65,5

Nir 29 34,5
Giai doan (n = 84)

111 39 46,4

IVa 45 53,6
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Pic diém S6BN (n) Ty 1& (%) p

Thé tich u (Median, Q1 - Q3), cm® 12,98 (5,57 - 20,65)
(n=84)

>30 71 84,5

<30 13 15,5
Tién trién bénh (n = 84) 23 27,4

Tai phat 10 11,9

Di can 15 17,9

C4 tai phat va di can 2 2,4
Thoi gian tai phat/di can (thang) Khodng (3 - 26 thang)
(n=23)

<6 4 17,4

7-11 6 26,1

12-18 9 39,1

> 18 4 17,4
Néng d6 cf EBV ADN (Media, Q1 - Q3) p* = 0,000
huyét tuong copy/mL p12= 0,000
preEBV! (n = 84) 2702,5 (582,5 - 9201,0) pr3= 0,000
postEBV? (n = 84) 0 (0 - 4,75) p1a= 0,000
EBV6? (n = 80) 0(0-17,0) *Friedman test,
EBV12*(n = 74) 0(0-115,75) wilcoxon fest

Do tudi méac bénh trung binh 1a 46,29 tudi, > 45 tudi chiém 57,1%. Nam gio1
mac bénh nhiéu hon nir gidi vai ty 18 55/29 ~ 2/1. Giai doan IVa chiém 53,6%, cao
hon giai doan I1I 13 46,4%. Trung vi thé tich khdi u chiém chu yéu (84,5%). C6
27,4% BN tai phat/di can, ca tai phat va di can 1a 2 BN. Thoi gian tai phat/di can
nhiéu nhat tir 12 - 18 thang (39,1%), tir 7 - 11 thang 1a 26,1%. Trudc diéu tri, trung
vi ctia preEBV 14 2702,5 copy/mL giam con 0 copy/mL & tit ca cac méc sau diéu
tri. Su bién d6i nff)ng do cf EBV ADN huyét tuong trudc va sau diéu tri khac biét
¢6 ¥ nghia thong ké (p = 0,000).
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Bang 2. Gia tri du bao tai phat/di cin cua ndng d6 cf EBV ADN huyét tuong.

Gia tri Nguon Se S
nghién cliu AUC 95%Cl (co%)y/mi) (%) (0/13) P
preEBV 0,622 0,484 - 0,759 3695,0 65,2 65,6 0,087
postEBV 0,467 0,333 - 0,620 271,50 21,7 91,8 0,737
EBV6 0,829 0,707 - 0,950 1,50 78,9 78,7 0,000
EBV12 0,761 0,613 - 0,909 9,00 76,9 80,3 0,003

(AUC: Dién tich duodi duong cong; 95%CI: Khodng tin cdy 95%, Se: Do nhay,
Sp: Do dac hiéu)

preEBV, EBV6 va EBV12 c6 gia tri du bao tinh trang tai phat/di can sau diéu tri
véi cac nguong 1a 3695,0 copy/mL, 1,5 copy/mL va 9,0 copy/mL. Trong do, gia tri
du bao ciia EBV6 ¢ mirc t6t (0,8 < AUC < 0,9) 1a 78,9%, d6 nhay 1a 78,9% va do
dac hiéu 14 78,7%, v6i p = 0,000. Gia tri du bao cia EBV12 ¢ mirc kha tot (0,7 < AUC
<0,8), d0 nhay 1a 76,9% va d6 dac hi¢u la 80,3%, p < 0,005. Gia tri duy bdo cua
preEBV & muc kha (0,6 < AUC < 0,7) nhung khong c6 y nghia thong ké (p > 0,05).

|
L EBVI2Z<90
M

I

EBV6>15

= 04
p=10,000 7 EBV1229,0
. p= 0,000
"

— 50
0 5 10 15 20 25 | 30 0 5 10 15 20 25 30
<15 52 | 52 51 50 48 48 | 48 &,@ 52 52 52 50 49 49 | 49 |<9
>1,5 28 | 28 23 17 14 13 |13 | BN | 22 | 22 | 22 18 13 12 12 |29

0 -
| EBV6 <13 -1
" 5 II' V
i EBVI2<9,0
LL -
EBV6Z13

p=0,002 | " = 0,009
l EBVI122 9.0

0m £ ET) woo

0 10 20 30 40 0 10 20 30 40
<15 52 52 52 48 48 | Sp | 52 52 52 50 40 | <0
>1,5 28 28 28 18 13 | BN | 22 22 22 14 12 | =9

Biéu d6 1. Puong cong ST theo ngudng néng d6 cf EBV ADN huyét tuong.

(A: ST khéng bénh véi nong @ EBV6 (1,5 copy/mL); B: ST khéng bénh véi
EBVI2 (9,0 copy/mL); C: ST toan bg véi nong dé EBV6 (1,5 copy/mL); D: ST toan
bo voi EBVI2 (9,0 copy/mL))
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O cac ngudng EBV6 (1,5 copy/mL), EBV12 (9,0 copy/mL), ty 1& ST khong
bénh va ST toan by & nhom dudi ngudng cao hon nhom trén ngudng c6 y nghia
thong ké (p < 0,01).

Bang 3. Phan tich da bién cac yéu t6 tién luong cho két qua ST.

ST Bién HR 95%CI p
Tudi (< 45, > 45) 0,935 0,532-1,643 0816
Gidi tinh (nam, ni) 0,578 0,230 - 1,454 0,244
Giai doan (III, IVa) 0,660 0,259-1,677 0,382
Thé tich khéi u (< 30, >30cm®) 1,420 0,402-5,012 0,586
k}?T EBV6 (< 1,5, > 1,5 copy/mL) 9,585 3,124-29,411 0,000
béﬁg Tudi (< 45, > 45) 1,242 0,601 -2,566 0,558
Giéi tinh (nam, ni) 0,620 0,199-1,935 0,410
Giai doan (111, IVa) 0,548 0,166 - 1,815 0,325

Thé tich khéi u (< 30, > 30cm®) 1,197  0,135-10,634 0,872
EBVI2(<9,0,>9,0 copy/mL) 10,359  2,528-42,442 0,001

Tubi (< 45, > 45) 0,978 0,529 - 1,806 0,943

Gi6i tinh (nam, ni) 0,698 0,272-1,788 0,453

Giai doan (111, IVa) 1,319 0,483-3,596 0,589

Thé tich khéi u (< 30, > 30cm®) 1,523 0,408 - 5,678 0,531

ST EBV6(<1,5,>1,5 copy/mL) 5517 1,604 - 18,975 0,007
toan bd  Tuoi (< 45, > 45) 1,477 0,699 - 3,121 0,306
Gi6i tinh (nam, ni) 0,449 0,164 -2226 0,449

Giai doan (111, TVa) 0,356 0,137-2,046 0,356

Thé tich khéi u (<30, >30cm®) 2,109  0,167-26,580 0,564
EBVI12(<9,0,>9,0copy/mL) 5933  1,141-30,852 0,034

Giai doan bénh, tudi, gi6i tinh, thé tich tho khdi u khong phai 1a yéu t6 tién
luong doc lap cho thoi gian ST (p > 0,05). EBV6 ngudng 1,5 copy/mL, EBV12
ngudng 9,0 copy/mL 14 cac yéu t tién lwong doc 1ap cho thoi gian ST (p < 0,05).
Tién lugng ST khong bénh cia EBV6 ngudng 1,5 copy/mL véi HR = 9,585,
p <0,0001, EBV12 ngudng 9,0 copy/mL vdi HR = 10,359, p =0,001. Tién lugng
ST toan bo cia EBV12 ngudng 9,0 copy/mL véi HR = 5,933, p < 0,05, EBV6
ngudng 1,5 copy/mL vé1 HR = 5,517, p <0,05.
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BAN LUAN

Trong cac nghién ctru trude, do tudi
moc 45, thé tich khéi u trung binh mdc
30cm?, gidi tinh, giai doan bénh duoc
dua vao mo hinh phan tich anh huong
té1 thot gian ST cua bénh [2, 6, 8]. Cac
két qua nay c6 diém twong ddng voi
nghién ctru cua ching t61, Vi vay, chung
to1 cling st dung do tudi moc 45, thé
tich khdi u mdc 30cm?, giai doan III -
IVa, nam giGi va nir gidi dé dua vao mo
hinh phan tich da bién khao sat céc yéu
t6 tién luong du bao thoi gian ST cung
v6i nong do ¢f EBV ADN huyét tuong.

Trong nghién ctru cua ching to1, ty 1€
tai phat/di can 1a 27,4%, c6 tai phat
chiém 11,9%, di can chiém 17,9%. Ty
1€ tai phat/di can trong nghién ctru cua
chung to1 tuong tu trong cac nghién ciru
trudce [4, 5]. Thoi gian theo doi cho céc
BN trong nghién ctru 1a 18 - 26 thang,
thoi gian phat hién tai phat/di can nhiéu
nhat tir 12 - 18 thang, tiép theo 1a tir 7 -
11 thang, pht hop voi két qua nghién
clru clia cac tac gia trudc d6 vé thoi gian
tai phat/di can chil yéu trong 2 nam dau
sau diéu trj [5, 7]. Hién nay, chua c6 xét
nghiém ddc hi¢u nao dugc danh gia toan
dién va dugc cong nhan dua vao thuc
hanh 1am sang dé dy béo tinh trang tai
phat/di cin sau diéu tri cling nhu tién
luong vé thoi gian ST cho BN. Trén thé
gidi, mot s6 nghién ctru cho thay nong
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d6 c¢f EBV ADN huyét tuong c6 gia tri
tién luong cho thoi gian ST trén BN
UTBMVMH [4, 5, 6]. Tuy nhién, céc
gia tri khuyén cdo con khac nhau, chua
duoc dé)ng thuan. Tai Viét Nam, chua
cO cong trinh nghién ctru nao dua ra
gia tri ngudng tién luong ST cua nong
do nay.

Trong nghién ctru, ngudng du bao tdi
vu cta néng d6 cf EBV ADN huyét
tuong tai 4 thoi diém nghién ciru lan
luot 1a 3695,0 copy/mL, 271,5 copy/mL,
1,5 copy/mL va 9,0 copy/mL. Trong do,
ngudng 1,5 copy/mL cia EBV6 va
ngudng 9,0 copy/mL cua EBV12 1a c6
¥ nghia thong ké (p <0,05). Chiing toi 1ay
cac gia tri nong d6 EBV6 (1,5 copy/mL)
va EBV12 (9,0 copy/mL) dé phan tich
thoi gian ST va phan tich trong moé hinh
da bién véi giai doan bénh, tudi, gi61
tinh, thé tich khéi u. Két qua cho thiy,
ca hai ngudng nong d6 c¢f EBV ADN
huyét twong trén déu co gia tri trong tién
lugng thoi gian ST cua BN (p < 0,05).
Ty 1€ udc lugng 2 nam ST khong bénh
va 3 nam ST toan by ¢ nhom dudi
ngudng déu cao hon nhém trén ngudng.
Két qua nay ciing tuong tu voi két qua
clia cac tac gia khac [6]. Két qua nghién
ctru cia Pham Lam Son cho thiy luong
EBV ADN huyét twong c6 xu hudng dy
bao ST toan bd, ST toan bd 3 nam o
ngudng 100 copy/mL, tuy nhién, khong
c6 ¥ nghia thong ké (p > 0,05). Su khac
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nhau nay do s6 lugng BN cuia tac gia it
hon cua chung t6i, va tac gia chi lay
mau & thoi diém trude didu tri [10]. Nhu
vay, viéc 14y miu ¢ nhiéu thoi diém co
thé danh gia mot cach toan dién, téng
quan trong xac dinh yéu té tién luong
cho thot gian ST. Khic phuc nhuoc
diém cua cac tac gia khac khi chi tap
trung vao cac thoi diém trudc, gitra,
ngay sau xa tri [5, 6, 7].

Nghién ciru nay c6 han ché 1a s
luong mau chua 16n (84 BN), thoi gian
theo ddi chua dii dai dé danh gia 3 nam
ST khong bénh va 5 nam ST toan bo.
Vi vay, nghién ctu chua xic dinh
duoc ndng d6 preEBV va postEBV tién
luong ST.

KET LUAN

Nong d6 ¢f EBV ADN huyét tuong
1a yéu t6 tién luong quan trong cho két
qua ST & BN mic UTBMVMH thé
khong biét hoéa giai doan III - IVa:
Ngudng EBV6 ti wu la 1,5 copy/mL va
EBVI12 t6i vu 1a 9,0 copy/mL tién
luong doc 1ap cho thoi gian ST khong
bénh va thoi gian ST toan bg.
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