NGHIEN CUU KHOA HOC

GIA TRI TIEN LUO'NG CUA NONG PO EBV-DNA HUYET THANH
TRUGC PIEU TRI 0] BENH NHAN UNG THU VOM HONG
GIAI DOAN I, IVA PIEU TRI HOA CHAT CAM UNG

KET HOP XA TRI TRIET CAN

Nguyén Trong Hoa', Phan Minh TAm', Nguyén Viét Hing?, Nguyén Tuin Anh?

Muc tiéu: 1. Xac dinh méi lién quan giira ndng d6 EBV-DNA huyét thanh truée diéu tri v6i két qua diéu
tri. 2. Xac dinh ngudng cét t6i wu cua néng do EBV-DNA huyét thanh trong du bao tién trién bénh ly.

DPoi tuwong va phwong phdp: 74 bénh nhan ung thu vom miii hong giai doan III, IVA dugc diéu tri hoa
chét cam ung, theo sau boi xa tri tri€t can tai Bénh vién Trung wong Quan doi 108, tir thang 3/2024 dén
thang 3/2026. Phan tich duong cong ROC va mé hinh hdi quy Cox duge st dung dé xac dinh ngudng cit
toi wu va dénh gia thoi gian séng thém khong tién trién bénh (PFS).

Két qua: Nhém nghién ctru chu yéu 1a nam gi6i (83,8%), tir 45 tudi trd 1én (68,9%), trung vi ndng do
EBV-DNA trudc diéu tri 1a 4200 copies/mL. Ty 1& dap tmg véi hoéa chit cam tmg dat 87,8%. C6 20,3%
bénh nhan ghi nhan bénh tién trién. Nong d6 EBV-DNA ¢ nhém bénh tién trién cao hon c6 y nghia so véi
nhom bénh 6n dinh (p =0,002). Ngudng cit tdi wu ctia EBV-DNA trude diéu tri dé du béo tién trién bénh
duogc xac dinh 1a 6295 copies/mL (AUC = 0,761; d6 nhay 86,7%; d0 dac hi¢u 64,4%). Bénh nhan c6 EBV-
DNA > 6295 copies/mL c6 trung vi PFS ngén hon dang ké va nguy co tién trién bénh cao gip 4,326 1an so

v6i nhom < 6295 copies/mL (95% CI: 1,02 - 20,34; p = 0,037).
Két lugn: Nong d6 EBV-DNA huyét thanh trudc diéu tri 1 yéu t6 tién lugng bénh tién trién manh & bénh

nhan UTVMH giai doan III, IVA.

Tir khéa: Ung thu vom miii hong, ndng d6 EBV-DNA huyét thanh truéc diéu tri, hoa chat cam tmg.

DAT VAN BE

Ung thu vom miii hong (UTVMH) la bénh 1y ac
tinh ving dau cd pho bién, dic biét co ty 1& mac
cao & cac nuéc Dong Nam A va mién Nam Trung
Qubc. Trong d6 c¢6 Viét Nam [1,2]. Phan 16n céc
treong hop UTVMH duoc phat hién khi bénh da &
giai doan tién trién tai chd - tai vung (giai doan 111,
IVA), do cic triéu ching ban ddu thudng mo nhat
va khong dic hiéu, dong thoi u c¢6 xu hudng di can
hach ¢6 sém [1]. Di v6i cac bénh nhan nay, hoa
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xa tri dong thoi két hop v6i hoa chat cam Gng hién
dang 1a phac dd diéu trj tiéu chuan [1,3,4].

UTVMH c6 mbi lién quan mat thiét véi tinh trang
nhiém vi rat Epstein-Barr (EBV) [5]. Nhiéu nghién
ctru da chi ra rang nong d6 EBV-DNA huyét thanh
trude didu tri ty 16 thuan vé6i thé tich khéi u, mie do
xam 1an co quan 1an can (giai doan T), tinh trang di
can hach cb (giai doan N) va giai doan bénh chung
[5,6]. N(‘Sng d6 EBV-DNA trudc diéu tri 1a cling mot
yéu td tién lwong doc lap, du bado sém nguy co bénh
tién trién, that bai diéu tri hodc bao hiéu sy tai phat,
di can xa [6,7,8].

Mic dii nong d6 EBV-DNA huyét thanh trude didu
tri da duoc cong nhan rong rai la mot déu 4n sinh hoc
c6 gia tri cao trong quan ly ung thu vom miii hong,
nhung trén thuc té, cac nghién ctru lai dang sir dung
nhiéu ngudng cit (cut-off) rat khac nhau dé phan ting
nguy co (vi du nhu 1500, 2000 hay 4000 copies/mL)
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[7.8,9]. Viéc xac dinh duwoc mot ngudng cit EBV-
DNA tbi wu mang y nghia dic biét quan trong, giup
céc bac si 1am sang tién luong chinh xac két qua didu
tri, dg bao sém nguy co tién trién bénh va tir d6 cé thé
hoa chién luge can thiép cho timg nguoi bénh. Tuy
nhién, tai Viét Nam hién nay, cac dit liéu nghién ctru
nhidm x4c dinh ngudng cut-off danh riéng cho nhom
bénh nhan ung thu vom miii hong giai doan tién trién
tai chd - tai ving (giai doan IIT - IVA) dugc diéu tri
bang phéac d6 héa chat cam tmg van con han ché va
chwa c6 su théng nhat. Xudt phat tir sy cAp thiét trong
thyc tién 1am sang d6, chiing toi tién hanh nghién ctru
nay nhim thyc hién hai muc tiéu sau: 1- Xac dinh
mdi lién quan giita nong d9 EBV-DNA huyét thanh
trude diéu tri voi két qua diéu tri; 2- X4c dinh ngudng
cét toi uu cua ndong do EBV-DNA huyét thanh trong
du bao tién trién bénh 1y.

pOI TUONG VA PHUONG PHAP

Poi twong nghién ciru: 74 bénh nhan UTVMH
giai doan III, IVA duoc diéu tri hoa chat cam ung,
theo sau boi xa tri triét can tai Bénh vién Trung wong
Quén doi 108, tir thang 3/2024 dén thang 3/2026.

Tiéu chuan lwa chon

- Bénh nhan duge chin doan xac dinh ung thu
biéu m6 (UTBM) vom miii hong bang mé bénh hoc
(theo tiéu chuAn WHO nim 2022).

- Giai doan bénh tién trién tai chd - tai vung (giai
doan III-IVA) theo phan loai AJCC phién ban 8th.

- Puoc diéu tri bang phac db héa chat cam ung két
hop xa tri triét can.

- Co6 day du két qua xét nghiém néng d6 EBV
DNA huyét thanh trudc diéu tri.

- C6 day du hd so theo ddi vé dap ing 1am sang va
thoi gian song thém.

Tiéu chudn logi triv

- Bénh nhan méc phdi hop cac loai ung thu khac.
- Bénh nhan khong hoan thanh liéu trinh xa tri.

- Bénh nhéan khong ddng y tham gia nghién ciru.
Phuong phap nghién ciu

Thiét ké nghién ciru: Nghién ctru m6 ta cat ngang.

Cic bién s6 nghién civu chinh

- bic diém 1am sang: Tudi, gioi tinh, giai doan T,
giai doan N (theo AJCC 8th).

- Chi dau sinh hoc: Nong d6 EBV DNA huyét
thanh trudc didu tri (don vi: copies/ml).

- Piéu tri: Liéu cisplatin diéu tri cam tng (< 20
Omg/m2 va > 200 mg/m?2).

- Panh gia dap Gmg: Dua trén tiéu chuin RECIST
1.1 sau khi két thiic hoa chat cam tmg (chia thanh
nhom dap tng va nhém khong déap ung).

- Bién ¢ tién trién: Nhém bénh nhan bénh 6n dinh
va nhom bénh tién trién.

- Thoi gian séng thém khong bénh tién trién (PFS):
Tinh tir ngdy bat ddu diéu tri &én khi x4c dinh bénh
tién trién hodc lan theo ddi cudi cing.

Quy trinh thic hién

1. Thu thap dir liéu hanh chinh va lam sang cta
bénh nhan.

2. Ghi nhan ndng 49 EBV DNA huyét thanh khai
diém tir hé thong quan 1y xét nghiém ciia bénh vién.

3. Pidu tri héa chit cam ung, theo sau la xa tri
triét can.

4. Theo ddi dap tmg cta khdi u sau hoa chit cam
{mg bang chan doan hinh anh (CT/MRI).

5. Dinh ky theo doi bénh nhan dé ghi nhan céac
bién ¢b tién trién bénh ly.

Xik Iy va phén tich sé li¢u

- Dit lidu dwoc phan tich bang phan mém SPSS
20.0.

- Thdng ké mo ta: Cac bién dinh tinh trinh bay
duéi dang tan suét (%). Cac bién dinh lwong (EBV-
DNA) trinh bay duéi dang gia tri trung binh (phan phi
chuén) hoic gia tri trung vi (khong phéan phdi chuén).

- So sanh néng d6 EBV: St dung kiém dinh phi
tham s6 Mann-Whitney U.

- Phén tich ROC: Puoc thuc hién dé xac dinh gia
tri ngudng cat (cut-off) t6i uu cia EBV-DNA trong
du bao tai phat dya trén chi s6 Youden.

- Phan tich song thém: Sir dung phuong phép
Kaplan-Meier dé v& duong cong PFS va kiém dinh
Log-rank dé so sanh sy khac biét giita cac nhom.
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- Panh gia nguy co: St dung mé hinh hdi quy Cox - Céc gia tri voi p < 0,05 dugce coi 1a c6 y nghia
don bién dé tinh chi s6 nguy co (Hazard Ratio - HR) thdng ké.
v&i khoang tin cay 95%.

" 2
KET QUA
Pic diém chung ciia d6i twong nghién ciru

Nghién ctru dugc thyc hién trén 74 bénh nhan ung thu vom hong. Cac dac diém co ban ciia nhém bénh
nhan nghién ctru duoc trinh bay trong bang 1.
Bang 1. Mot s dac diém bénh hoc va didu tri ctia nhém bénh nhan nghién cteu (n = 74)

2 S6 lwong
Pac diem
n %
.. < 45 tudi 23 31,1
Tudi X
2 45 tuoi 51 68,9
Nam 62 83,8
Gigi tinh
N 12 16,2
I} 28 37,8
Giai doan
IVA 46 62,2
. UTBM khong biét hoa 41 55,4
Thé mé bénh hoc
UTBM vay khong strng hoa 33 44,6
Néng dd EBV huyét thanh 4200 (23184)
< R R < 200 mg/m? 6 91,9
Tong liéu cisplatin diéu tri cdm &ng
= 200 mg/m? 68 8,1
Héa xa tri ddng thoi 71 95,9
Xa tri triét can .
Xa tri don thuan 3 4.1

Nhdn xét: Trong nghién ctru cta chung t6i, bénh nhan chu yéu 1 nam gidi (chiém 83,8%), tir 45 tubi tro
1én (chiém 68,9%) va duoc chan doan giai doan IVA (chiém 62.,2%). Nong do EBV huyét thanh trude diéu tri
¢6 trung vi 1a 4200 copies/mL. TAt ca cac bénh nhan déu c6 mo bénh hoc thudc nhom UTBM khong stng hoa,
trong d6 55,4% la UTBM khong biét hoa, con lai 44,6% bénh nhan UTBM vay khong stng hoa.

Bang 2. Mot sb két qua diéu tri cia nhdém bénh nhan nghién ciru (n = 74)

. S6 lwong
Pac diem EBV-DNA p
n %
. . C6 dap trng 65 87,8 3900 (23230)
Pap rng sau hoa chat cam rng 0,947
Khong dap (rng 9 12,2 5630 (8305)
i Cé dap wng 74 100
Pap rng sau hoéa chat va xa tri - -
Khéng dap rng 0 0
) . Bénh da tién trién 15 20,3 23000 (55500)
Tién trién bénh ly . 0,002
Bénh 6n dinh 59 79,7 2140 (15820)

Nhén xét: Nghién ctru cta ching t6i khong ghi nhan sy khac biét ¢6 ¥ nghia ciia ndng d6 EBV-DNA
huyét thanh ctia nhom bénh nhan dap ng sau héa chét cam tng v6i nhom khong dap Gng (p = 0,947), tuy
nhién néng 46 EBV-DNA huyét thanh ctia nhém bénh nhén d c6 tién trién bénh cao hon c6 ¥ nghia théng
ké so v&i nhom bénh nhan bénh dn dinh, véi p=0,002. Tt sy khac biét nay, chting t6i phan tich duong cong
ROC nong do EBV-DNA huyét thanh trude diéu tri du bao tién trién bénh ly.
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Gid tri ciia nong do EBV huyét thanh truégc didu tri va tién trién bénh ly
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Hinh 1. Budng cong ROC dy béo tién trién bénh ly theo néng dd EBV huyét thanh

Nong d6 EBV-DNA huyét thanh trudc diéu tri c6 kha ning tién doan bénh tién trién, dién tich dudi
duong cong ROC xac dinh d6 chinh xac trong tién doan twong doi tot, voi gia tri ¢ thong ké 1a 0,761. Biém

cit t6i uu 1a 6295 copies/mL voi d6 nhay va do dac hiéu 1an luot 13 86,7% va 64,4%.
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Hinh 2. Duwédng cong Kaplan-Meier wéc lwgng séng thém khoéng tién trién bénh (PFS)
phan tAng theo ndng d6 EBV huyét thanh trwdc didu tri
Nhén xét: Cac bénh nhan c6 ndng 6 EBV-DNA huyét thanh trudc diéu tri cao (> 6295 copies/mL) ¢
trung vi sdng thém khong tién trién bénh thap hon c6 ¥ nghia so véi nhom c6 nong d6 EBV-DNA huyét
thanh trude diéu tri thip (p = 0,037). Nhom c6 nong d6 EBV-DNA huyét thanh trudc diéu tri cao c6 nguy
co tién trién bénh cao gap 4,326 lan so v6i nhom c6 ndng do EBV-DNA huyét thanh trudc didu tri thap.

BAN LUAN
Pic diém chung ciia d6i twong nghién ciru
Trong nghién ctru ctia chung t61, bénh nhan tir 45
tudi tré 1én chiém da s6 (68,9%). Ty 1¢ bénh nhan
nam chiém wu thé tuyét dbi véi 83,8%, trong khi nir
gidi chi chiém 16,2%. Két qua nay phu hop véi dich

t& hoc chung ctia UTVMH. Theo thong ké, ty 1& mic
bénh cao nhat thudng nim & nam gidi trong d6 tudi tir
40 - 60 tubi.4,8 Su chénh léch gidi tinh dang ké (ty 1é
nam/nir trong nghién ctru nay xap xi 5/1) ciing tuong
ddng véi nhan dinh tir cac nghién ctru khac, cho thiy
UTVMH c6 xu huéng gip ¢ nam nhiéu hon nit véi ty
1é thudng dao dong tir 2/1 dén 3/1 [4,8].
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Bénh nhén trong nghién ctru duoc chan doan giai
doan I11I chiém 37,8% va giai doan IVA chiém 62,2%.
Toan b bénh nhan trong nghién ctru cia chiing t6i
déu mang mo bénh hoc thuéc nhém ung thu biéu mod
khong simg hoa, trong d6 thé khong biét hoa chiém
55,4% va thé vay khong simg hoa chiém 44,6%,
khong co trudng hop ndo thudc thé ung thu bicu
mo simg hoa. Phan bd mé bénh hoc nay phan anh
1d nét dic trung ving dich t& cia UTVMH tai Viét
Nam ciing nhu cac nuéc Dong Nam A va mién Nam
Trung Qudc [1]. Theo phén loai ciia T6 chie Y té thé
gidi (WHO), ung thu biéu mé khong stmg héa chiém
phéan 16n cac truong hop & ving dich t& va ¢ méi lién
quan mét thiét véi tinh trang nhiém vi rat Epstein-
Barr (EBV). Nguoc lai, ung thu biéu mé simg hoa
thuong hiém gip ¢ ngudi chau A (chi khoang 1% &
Nam Trung Qudc) nhung lai phé bién hon & cac nudce
phuong Téy (chiém khoang 25% & M¥) va thuong c6
xu huéng lién quan dén virus HPV hon 1a EBV [1,5].

Mikc dd dap g véi héa chat cam vimg va nong
do EBV-DNA truéc didu tri

Két qua nghién ciru cho thiy ty 1& bénh nhan dat
dap tmg (dap tmg hoan toan hodc mot phan) véi phac
d6 hoa chét cam tg 1 87,8% va dap tmg sau diéu
tri hoa chét, xa tri 1én t6i 100%. Ty 1& nay hoan toan
pht hop v6i y van do ung thu biéu mé vom miii hong
thé khong sing héa, khong biét hoa mang dic tinh
nhay cam rat cao voi hoa - xa tri [1,3,4]. Tuy nhién,
nghién clru cua chung t6i khong ghi nhan sy khac
biét co ¥ nghia thong ké vé ndng d6 EBV-DNA huyét
thanh trude diéu tri gitta nhém co dap tmg (trung vi
3900 copies/mL) va nhom khdong dép tmg (trung vi
5630 copies/mL) v6i p = 0,947. Két qua cta ching
t6i twong ddng véi nghién ctiru cia PS Lan Huong va
cong su (2024) [11] trén nhom bénh nhan giai doan
II-IVA, trong d6 nong d6 EBV-DNA truéc diéu tri
ciing khéng cho thdy mdi twong quan c6 ¥ nghia
théng ké voi mirc do dap ung tai u, tai hach va dap
{mg chung sau hoa chit cam tmg (p > 0,05).

Tinh trang tién trién bénh Iy va nong do EBV-
DNA truéc didu tri

Panh gia vé kiém soét bénh, c6 20,3% bénh nhan
trong mau nghién ciru ghi nhan tinh trang tién trién

NGHIEN CUU KHOA HOC

tai chd hodc di can xa. Né)ng d6 EBV-DNA huyét
thanh truéc diéu tri & nhém bénh tién trién (trung
vi 23000 copies/mL) cao hon gip nhiéu lan so véi
nhém bénh 6n dinh (trung vi 2140 copies/mL), su
khac biét nay c6 y nghia thong ké véi p = 0,002.
Phan tich sdu hon bang dudong cong ROC, ching
t6i x4c dinh dugc ngudng cét (cut-off) tdi wu cia
nong d6 EBV-DNA trudc diéu tri 1a 6295 copies/
mL (AUC = 0,761), giup du bao nguy co tién trién
bénh vai dd nhay 86,7% va do dac hiéu 64,4%. Phan
tich thoi gian séng thém khong bénh tién trién (PFS)
bang mé hinh Kaplan-Meier va hdi quy Cox cho
thdy: nhém bénh nhan c6 nong do6 EBV-DNA cao
(> 6295 copies/mL) co thoi gian sdng thém thép hon
dang ké (p = 0,037) va cb nguy co tién trién bénh
cao gip 4,326 1an so v6i nhém c6 ndng do thap (HR
= 4,326; 95% CI: 1,02 - 20,34). Két qua ciia ching
t61 phit hop v6i cac nghién ciru qudc té, khing dinh
nong d6 EBV-DNA trudc diéu tri 1a mot yéu td tién
lwong doc 1ap va manh mé& ddi vé6i thoi gian song
thém khong bénh tién trién (PFS), thoi gian séng
thém toan bo (OS) va nguy co di can xa [6,8]. Mac
du céc nghién ctru str dung cac ngudng cut-off khac
nhau do sy khéac biét vé ki thuat xét nghiém hoic
dic diém quan thé, nhu cac nghién ctru cla tic gia
Lin, Ngo Tran Thay Vi va DS Lan Huong sir dung
ngudng 1500 copies/mL [7,10,11], Guo va cOng su
dé xuat phan loai TNM stra d6i két hop véi nong
d6 EBV-DN ¢ ngudng cit 2000 copies/mL [8], hay
4000 copies/mL trong thur nghiém cua Leung cong
su [9], nhung nguyén 1y c6t 16i déu ddng nhat: Tai
lugng EBV-DNA ban dau cang cao, bénh nhan cang
¢6 nguy co that bai diéu trj va tién trién bénh 1y cao.
Qua viéc x4c dinh ngudng cat nong ¢ EBV-DNA
huyét thanh trude didu tri, cac bac si 1am sang c6 thé
sir dung du 4n nay dé phan ting nguy co tir sém, tir
d6 can nhéc céac chién lugc theo ddi sat sao hon hodc
can thiép diéu tri tich cuc, ca thé héa cho nhiing bénh
nhan c¢6 nong d6 EBV-DNA vuot ngudng ngay tir
thdi diém chan doan.

KET LUAN

Nghién ctru 74 bénh nhan UTVMH giai doan III,
IVA dugc diéu tri bang hoa chat cam tmg két hop
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xa tri triét can tai Bénh vién Trung wong Quan doi
108, chung t6i nhan thiy nong d6 EBV-DNA huyét
thanh trudc diéu tri c6 mdi lién quan chit ché véi
tinh trang tién trién bénh 1y, néng d0 EBV-DNA ¢
nhém bénh nhan tién trién cao hon c6 y nghia thong
ké so v&i nhém bénh 6n dinh (p = 0,002). Nghién
ctiu ciing x4c dinh dugc ngudng cat EBV-DNA huyét
thanh trude diéu trj tdi wu 13 6295 copies/mL (véi
dién tich dudi duong cong AUC = 0,761; do nhay
86,7% va dd dac hi€u 64,4%). Nhitng bénh nhén cé
ndng d6 EBV-DNA > 6295 copies/mL c6 thdi gian
song thém khong bénh tién trién (PFS) thap hon dang
ké va mang nguy co tién trién bénh cao gip 4,326 lan
so véi nhém c6 ndng do thap (HR = 4,326; 95% CI:

KHUYEN NGHI

DPinh lugng EBV-DNA nén la xét nghiém can thiét
cho bénh nhan ung thu vom miii hong giai doan III-
IVA trude khi bt diu diéu tri & phén tAng nguy co tién
trién bénh. Can trién khai cc nghién ciru da trung tim
v6i ¢ mau 16n hon dé chuin hoa ngudng cit EBV-
DNA huyét thanh trudc didu tri va danh gia thém gia tri
ctia dong hoc EBV-DNA trong sudt qué trinh diéu tri.

Danh muc viét tit

*EBV-DNA: Nong dg DNA ciia virus Epstein-Barr

*AUC: Area Under the Curve

*ROC: Receiver Operating Characteristic

*HR: Hazard Ratio

1,02 - 20,34; p =0,037).
*PFS: Progression-Free Survival (thoi gian song
thém khong tién trién bénh)
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NGHIEN CUU KHOA HOC

PROGNOSTIC VALUE OF PRE-TREATMENT SERUM EBV-DNA
LEVELS IN PATIENTS WITH STAGE 111, IVA NASOPHARYNGEAL
CARCINOMA TREATED WITH INDUCTION CHEMOTHERAPY
COMBINED WITH RADICAL RADIOTHERAPY

Objectives: 1. To determine the relationship between pre-treatment serum EBV-DNA levels and treatment
outcomes. 2. To identify the optimal cut-off value of serum EBV-DNA concentration for predicting disease
progression.

Materials and methods: 74 patients with stage I1I, IVA nasopharyngeal carcinoma treated with induction
chemotherapy, followed by radical radiotherapy at 108 Military Central Hospital, from March 2024 to March
2026. Receiver operating characteristic (ROC) curve analysis and Cox proportional-hazards regression
models were used to determine the optimal cut-off value and evaluate progression-free survival (PFS).

Results: The study was predominantly male (83.8%) and aged 45 years or older (68.9%). The median
pre-treatment EBV-DNA level was 4200 copies/mL. The response rate to induction chemotherapy reached
87.8%. Disease progression was recorded in 20.3% of the patients. The EBV-DNA level in the disease
progression group was significantly higher than that in the stable disease group (p = 0.002). The optimal
cut-off value of pre-treatment EBV-DNA to predict disease progression was determined to be 6295 copies/
mL (AUC = 0.761; sensitivity 86.7%; specificity 64.4%). Patients with an EBV-DNA level > 6295 copies/
mL had a significantly shorter median PFS and a 4.326-fold higher risk of disease progression compared to
the < 6295 copies/mL group (95% CI: 1.02 - 20.34; p = 0.037).

Conclusions: Pre-treatment serum EBV-DNA concentration is a strong prognostic factor for disease
progression in patients with stage II1, IVA nasopharyngeal carcinoma.

Key words: Nasopharyngeal carcinoma, pre-treatment serum EBV-DNA level, induction chemotherapy.
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