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PANH GIA MOI LIEN QUAN CUA NONG PO cf DNA-EBV HUYET TUONG
TRUOC PIEU TRI VOI PAP UNG PIEU TRI SAU HOA CHAT DAN
PUONG TREN BENH NHAN UNG THU BIEU MO VOM MUI HONG
GIAI DPOAN III-IVa

D6 Lan Huong"', Nghiém Dirc Thudn', Nguyén Vin Ba’
Toém tit
Muc tiéu: Panh gia mdi lién quan cta ndng do cf DNA - EBV huyét twong
trude diéu tri véi dap tng diéu trj sau hod chit dan duong ¢ bénh nhan (BN) ung
thu biéu mé vom miii hong (UTBMVMH) giai doan III - IVa. Phwong phdp
nghién ciru: Nghién ctru md ta chim ca bénh, tién ctru ddnh gid twong quan c6
theo doi doc trén 88 BN tai Bénh vién K tir thang 8/2021 - 11/2022. Két quad: Sau
hod chét dan duong, BN ddp Gng diéu tri mot phan tai u va hach déu 1 90,9%;
98,9% ddp Gng chung. Nong d6 cf DNA - EBV huyét twong cao nhéat ¢
nhém > 1.500 copy/mL tai tit ca céc giai doan T, N va TNM, cao nhat & T3 1a
43.995,67 copy/mL va thip nhat & T1 1a 9.439,20 copy/mL. NO cao nhat 1a
67.178,50 copy/mL va N3 thap nhat 1a 22.291,02 copy/mL. Nong d6 cf DNA -
EBV huyét twong trung binh giai doan III 13 30.887,75 copy/mL, giai doan IVa la
36310,71 copy/mL, chung 12 33670,20 copy/mL. Nong d6 cf DNA - EBV huyét
turong > 1.500 copy/mL chiém 85,2% va & giai doan III 1a 85,6%, giai doan IVa
12 84,8%. Nong do cf DNA - EBV huyét tuong trudc diéu tri ty 1& thuan voi dép
tmg diéu tri tai u, tai hach va ddp ung diéu tri chung voi hé sd twong quan tuong
tmg 0,174, 0,157 va 0,040. K&t lugn: Sau hod chat dan duong, BN chu yéu dép
g diéu tri mot phan. Nong d6 cf DNA - EBV huyét tuong cha yéu ¢ nhém
> 1.500 copy/mL va ndng d6 cang cao thi ddp Gmg diu tri sau hod chét dan
duong cang tot.
Tir khéa: Ung thu biéu mé vom mili hong; cf DNA-EBV huyét twong; Dap
g diéu tri.
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ASSESSMENT OF THE CORRELATION BETWEEN
PRE-TREATMENT PLASMA cf EBV-DNA LEVEL AND RESPONSE
AFTER INDUCTION CHEMOTHERAPY IN PATIENTS WITH
NASOPHARYNGEAL CARCINOMA STAGE III-IVa

Abstract

Objectives: To assess the correlation between pre-treatment cf EBV - DNA
level and treatment response after induction chemotherapy of nasopharyngeal
carcinoma stage Il - IVa. Methods: A descriptive, prospective, longitudinal
study on 88 patients at National Cancer Hospital from August 2021 to November
2022. Results: After induction chemotherapy, 90.9% had a partial response at the
primary tumor and the lymph nodes; 98.9% had a partial response. The highest cf
EBV - DNA level in the group > 1500 copy/mL in all stages T, N, and TNM
stage; the highest cf EBV - DNA level at T3 (43995.67 copies/mL) and the
lowest at T1 (9439.20 copy/mL). The highest cf EBV - DNA level at NO was
67178.50 copy/mL, and the lowest was N3 (22291.02 copy/mL). The average cf
EBV - DNA level at stage III (30887.75 copy/mL), and stage IVa (36310.71
copy/mL), totaling 33670.20 copy/mL. Plasma cf EBV - DNA level > 1500
copy/mL were 85.2% in total at stage III (85.6%), and stage IVa (84.8%). The
plasma cf EBV - DNA level was proportional to the response to treatment at the
primary tumor and lymph nodes and to the overall response with correlation
coefficients of 0.174, 0.157, and 0.040, respectively. Conclusion: After
induction chemotherapy, the main response of treatment is a partial. The
pre-treatment plasma cf DNA-EBYV level of the patients was mainly in the group
> 1.500 copy/mL, and the higher the level, the better response to treatment after
the induction chemotherapy.

Keywords: Nasopharyngeal carcinoma; Plasma cf DNA - EBV level; Response
of treatment.

PAT VAN DE thoi [1]. Két qua diéu tri khoang

Ung thu biéu m6 vom miii hong thé > 90% dap tng diéu tri hoan toan sau
khong biét héa ddp ang ot voi hoa tri  khi két thic hda xa tri [2]. Tuy nhién,
va xa tri. Hién nay, véi UTBMVMH  trung binh c6 khodng 10 - 40% BN tdi
giai doan tién trién (T3, T4 va hoic Pphdt tai cho sau di€u tri chinh, ty 1€ tdi
N2, N3) diéu tri gom héa chat dan phat tai chd trén 5 nim giém theo, su
duong trudc theo sau héa xa trj ddng tdng cua giai doan ban dau cua khoi u
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(tir 88 - 100% & giai doan T1 xudng
con 55 - 86% ¢ giai doan T4) [3]. Viéc
danh gia tai phat, di can UTBMVMH
gip nhiéu khé khin do nhitng dic diém
vé vi tri khoi u, dic tinh di can sém.
Nhirng xét nghiém dé theo ddi ddnh
gid tai phat gdbm ndi soi tai mili hong,
siéu am hach ¢, chup CT hoac MRI
dau c6 va dinh lugng cf DNA - EBV
(cell free Deoxyribonucleic acid Epstein
Barr Virus) huyét tuong... [3]. Trong
nhirng nim gan day, xét nghiém ndng
d6 cf DNA - EBV huyét twrong véi uu
diém it xam l4n, hiéu qua, do nhay va
dac hi¢u cao dugc sur dung déng thoi
trong chan dodn, theo doi va diéu tri
cho ung thu vom miii hong (UTVMH)
[3]. Ching t6i thuc hién nghién ctru
nay v6i muc tiéu: Pdnh gid méi lién
quan ciia nong dé cf DNA - EBV huyét
twong truée diéu tri véi ddp vmg diéu
tri sau hod chat dan dwong ciia
UTBMVMH giai doan III - IVa.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

* Poi twong nghién ciru: 88 BN
UTBMVMH dugc chan dodn va diéu
tri tai Bénh vién K tir thang 8/2020 -
11/2022.

* Tieu chuan lwa chon: BN
UTBMVMH thé khong biét hod, giai
doan III - IVa, dugc diéu tri theo phéc

dd cua BO Y té nam 2020; dinh luong
néng d6 cf DNA-EBV huyét twong
trude diéu tri; dﬁy dt ho so bénh 4n.

* Tiéu chudn loai trir: BN da xa tri
va/hodc héa chét trude khi dinh luong
cf DNA - EBV huyét twong; hd so
bénh an va thong tin khong 1o rang.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
mé ta chiim ca bénh, tién ciru.

* Xuw ly s6 liéu: Theo ph?m mém
SPSS 22.0, phan tich ty 1¢, danh gia
tuong quan.

* Bién so, chi tiéu nghién ciru: Giai
doan bénh T, N, giai doan bénh theo
AJCC, 2018; ddp tng diéu tri sau hod
chat dan duong tai u, tai hach va
chung; ndng d6 cf DNA - EBV huyét
tuong trude diéu tri.

* Cdc budc tién hanh nghién ciru:

- Budce 1: Khai thic thong tin BN,
dic diém l1am sang, cAn 14m sang, ddnh
gid céc két qua phan loai mo6 bénh hoc
va giai doan T, N, TNM.

- Budc 2: DPinh luong va danh gia
néng d6 cf DNA-EBV huyét twong
truéc diéu tri. BN duogc dinh luong
ndéng d6 cf DNA-EBV huyét tuong tai
Trung tdm sinh hoc phan tr, Vién
nghién ctru Y Dugc hoc Quéan su, Hoc
vién Quan y theo quy trinh chuan [4].

- Budc 3: Thuc hién diéu tri theo
phac d6 ciia Bo Y té niam 2020. Héa
chat dan duong (IC) TCF (docetaxel,
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cisplatin, and fluorouracil) hay GC
(gemcitabine plus cisplatin) trong 3
chu ky sau d6 12 héa xa dong thoi véi
héa chat 1a Cis N1,2,43 hoic Cis hang
tuan, xa tri 33Fr (66 - 70Gy).

- Budc 4: Dénh gid dép ung diéu tri
theo tiéu chi RESIS 1.1.

- Budc 5: Pdnh gid mbi twong quan
gifta nong do cf DNA- EBV huyét
tuong v6i ddp tmg diéu tri sau hod chat
dan duong.

3. Pao dirc nghién ciru

Nghién ctru dugc Hoi d@)ng Pao dtrc
Bénh vién Quan y 103 thong qua
(S6:18/2022CNChT-HDDD, ngay
01/4/2022). BN khong phai chi tra bat

ky mot chi phi nao cho xét nghiém
dinh luong cf EBV - DNA huyét
trong. Nghién ctu nham muc dich
ning cao hiéu qua cua diéu tri, theo doi
cho cac BN UTVMH.

KET QUA NGHIEN CUU

1. Pic diém vé giai doan va dap
ng diéu tri sau héa chit din dwong

S6 BN UTVMH t6i khdm & giai
doan mudn T3 la 31,8%, T4 1a 36,4%
va N2 1a 23,9%, N3 la 45,5%. Trong
do, giai doan IV (47,7%) va giai doan
11T (52,3%). Pap tng diéu tri mot phan
tai u 1a 90,9%, tai hach 1a 90,9% va c6
98,9% ddp (g chung mot phan.

2. Méi lién quan giira nong d9 cf DNA - EBV huyét twong truéc diéu tri

va mot so dic diém cia UTBMVMH

Bang 1. Nong d6 cf DNA - EBV huyét tuong trudc diéu tri va giai doan T.

Nong do cf DNA- EBV

huyét twong (copy/mL) T1 (n,%) Tm%) T3m,%) T4 n,%) p
Am tinh (< 25) 0 (0) 2(11,1) 1(3,57) 2 (6,25)
<300 2 (20,0) 1 (5,56) 0 (0) 0 (0)
300 - 499 0 (0) 0 (0) 0 (0) 1(3,12) 0.157
500 - 1.500 0 (0) 2(11,1) 1(3,57) 1(3,12)
> 1.500 8 (80,0) 13(72,24) 26(92,86) 28 (87,5)
Téng 10 (100,0) 18 (100) 28 (100) 32 (100)
Trung binh 9439,20 43995,67  26268,39 4191091 0,403
Min 217,00 0 0 0
Max 29360,00  232200,00 280000,00 236720,00

Nong d6 cf DNA - EBV huyét twong cao nhét (> 1.500 copy/mL) gip & tit ca

cdc giai doan T, trong d6, ndng do trung binh cao nhét 1a ¢ giai doan T3 Ia
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43995,67 copy/mL va thap nhat & T1 12 9439,20 copy/mL. Sy khac biét ndng do
trung binh cf DNA - EBV huyét twong & cdc giai doan T va cdc nhém khong ¢ ¥

nghia théng ké véi p > 0,05.

Bang 2. Mbi lién quan giita ndng d6 cf DNA- EBV huyét twong

trude diéu tri véi giai doan N.

Nong do
cf DNA-EBV
B NO(n,%) N1(m,%) N2m,%) N3 m,%) p
huyét twong
(copy/mL)
Am tinh (< 25) 0 (0) 2 (9,52) 2 (5,0) 1 (5,0)
<300 0 (0) 0 (0) 1(2,5) 2 (10,0)
300 - 499 0 (0) 0 (0) 1(2,5) 0 (0)
0,756

500 - 1.500 1 (14,29) 0 (0) 2 (5,0) 1 (5,0)
> 1.500 6 (85, 71) 19(90,48) 34 (85,0) 16 (80,0)
Tong 7 (100) 21(100) 40 (100) 20 (100)
Trung binh 67178,50  45281,00 27400,1750 22291,02 0,362
Min 664,50 0 0 0
Max 280000,00 236720,00 232200,00 171552,00

Nong d6 cf DNA - EBV huyét twong cao nhét (> 1.500 copy/mL) gip & tit ca
cic giai doan N, trong d6 nong d6 trung binh cao nhat 1a & giai doan NO Ia
67178,50 copy/mL va thap nhat & N3 1a 22291,02 copy/mL. Sy khic biét ndng
d6 trung binh cf DNA - EBV huyét twong & cdc giai doan N va giita cdc nhém

nong d6 1a khong cé y nghia thong ké vai p > 0,05.
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Bang 3. Nong d6 cf EBV - ADN huyét tuong

trude diéu tri va giai doan bénh TNM.

Giai doan
Nong d% cf DNA-EBV Tong
, I1I IVa
huyet twong (copy/mL) p
n %0 n /2 n %
Am tinh (< 25) 2 48 3 65 5 57
<300 2 48 1 22 3 3,4
300 - 499 0 0 1 22 1 1,1
0,831
500 - 1.500 2 48 2 43 4 45
> 1.500 36 856 39 848 75 852
Tong 42 100 46 100 88  100,0
Trung binh 30887,75  36310,71 0,400  33670,20
Min 0 0 0
Max 280000,00 236720,00 280000,00

Nong d6 cf DNA - EBV huyét trong trung binh cta giai doan III 1a 30887,75
copy/mL, giai doan IVa la 36310,71 copy/mL, chung la 33670,20 copy/mL.

Trong d6, nhitng BN ¢6 ndng d6 cf DNA - EBV huyét twong > 1.500 copy/mL

chiém nhiéu nhét, téng c6 85,2% va giai doan III c6 85,6%, giai doan IVa c6

84,8%. Su khéc biét khong c6 y nghia thong ké gitta hai giai doan va cdc nhém

ndéng d6 cf DNA-EBV huyét twong véi p > 0,05.
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Bang 4. Mbi lién quan gitra nong d6 cf DNA - EBV huyét twong trudc diéu trj

va ddp ung diéu tri sau hod chat dan duong.

Nong dd bap img bap ing bap ing
cf DNA-EBV diéu tri tai u diéu tri tai hach diéu tri chung
huyét twong > Hoan > Hoan > Hoan
(copy/mL) 1 phan toan 1 phan toan 1 phan toan
Am tinh 5 0 5 0 5 0
(<25) (6,25%) (0%) (6,25%)  (0%)  (5,75%)  (0%)
3 0 3 0 3 0
<300
(3,75%) (0%) (3,75%) (0%) (3,45%) (0%)
1 0 1 0 1 0
300 - 499
(1,25%) (0%) (1,25%)  (0%)  (1,15%)  (0%)
4 0 4 0 4 0
500 - 1.500
(5,0%) (0%) (5,0%) 0%)  (4,60%)  (0%)
67 8 67 8 74 1
> 1.500
(83,75%) (100%) (83,75%) (100%) (85,05%) (100%)
i 80 8 80 8 87 1
Tong
(100%)  (100%)  (100%) (100%) (100%) (100%)
p 0,822 0,822 0,996

Nong do cf DNA - EBV huyét twong trude diéu tri cia BN véi ddp ing mot

phan hay hoan toan tai u, tai hach va dap Gmg chung sau hod chat dan dudng déu
cao nhit & nong do > 1.500 copy/mL, déu > 80,0%. Nong d6 cf DNA - EBV

huyét twong véi ddp tng diéu tri sau hod chat din dudng tai u, tai hach va dép

mg chung déu khong c6 su khéc biét c6 ¥ nghia thong ké véi p > 0,05.
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Bang 5. Mbi twong quan gitta ndng do c¢f DNA - EBV huyét twong trude diéu tri
va ddp ung diéu tri sau hod chat dan duong.

Pap wng diéu tri

Pap ung diéu tri  Pap tng diéu tri

Chi tiéu taiu tai hach chung
r p r p r p
Nongdo cfDNA- o) 0104 0157 0144 0040 0711
EBYV huyét tuong

Nong d6 cf DNA - EBV huyét twong trude diéu tri caa BN ty 18 thuin voi ddp
tmg diéu tri tai u, tai hach va ddp ung diéu tri chung sau hod chat din duong véi
hé s6 twong quan tuong tng 12 0,174, 0,157 va 0,040.

BAN LUAN

1. Pic diém UTBMVMH giai
doan III - IVa

Giai doan bénh: Két qua nay cia
chiing t6i phii hop véi tic gia D6 Traim
Anh (2019) va Phan Huy Tan (2018),
BN chu yéu dugc phat hién & cic giai
doan muon cua bénh [4, 5]. Theo
nghién ctru cua Wanxia Li (2021),
31,9% BN ¢ giai doan III va 47,5%
BN phat hién ¢ giai doan IV, trong do,
T3 chi chiém 19,0%, T4 chiém chi yéu
voi 40,6%, N2 1a 47,5% nhung N3 chi
c6 8,5% [2]. Theo tiac gia Sha-Sha He
(2018), ty I¢ giai doan IV chi co
17,1%, N3 1a 4,6%, T4 1a 13,4% va N2
1a 11,7% thap hon nhiéu trong nghién
ctru cua ching t6i. Tuy nhién, ty 1¢ giai
doan III, T3 tuwong ddng voi két qua
nghién ctru ctia ching toi, 1an luot 1a
47,4%, 47,1% [3]. Nguyén nhén c6 thé
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do su khic nhau vé dia diém nghién
ctu. UTVMH la bénh hay gap ¢ lta
tudi trung nién, nam giéi, khu vuc
Quang DPong, Pong Nam A, c6 lién
quan mat thiét v6i nhiém EBV.

Pép ung sau dicu tri sau hod chat
dan duong: 8 BN dép tmg diéu tri hoan
toan tai u cling nhu tai hach va chung
c6 1 BN ddp tng chung Ia hoan toan
sau hod chét din duong. Diéu tri hod
chét din duodng 1a phdc d6 diéu tri cho
UTVMH giai doan III - IVa, da giip
giam ty 1€ tai phat, di can xa cling nhu
tang thoi gian sdng thém cua bénh; ty
1¢ khong tién trién, tai phdt sau 3 nim
va 5 nam lan luot 12 79,6% va 74,4%
[6, 7]. Theo tac gia Yuan-Yuan Zeng
(2020), 47% ddp Gmg mot phan va
khong c6 BN dap ung hoan toan sau
ho4 chat dan duong [8].
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2. Méi lién quan giira ndng do cf
DNA - EBV huyét twong truéc diéu
tri véi mot sé dic diém va dap ing
diéu tri sau hoa chit din dwong

MGdi lién quan giita nong do cf DNA -
EBV huyét trong trude diéu tri va giai
doan T: Theo tic gia Pd Tram Anh
(2019), cling khong c6 sy khac biét
nong d6 cf DNA - EBV huyét tuong
trude diéu tri voi cdc giai doan T, T1 Ia
14707,40 copy/mL, T2 la 6893,77
copy/mL, T3 la 68926,77 copy/mL va
T4 1a 13775,40 copy/mL [4]. Sy khac
nhau do thoi diém nghién ctu cia
ching t61 khac nhau va trong nghién
ciru cua chdng t6i chi tap trung vao
nhém giai doan III - IVa.

M6éi lién quan gitra ndng do cf
DNA- EBV huyét twong trudc diéu tri
v6i giai doan N: Nong do cf DNA -
EBV huyét twong biéu thi tinh trang
tién trién ciia bénh gdm khéi u, hach
viing va di cin, trong d6, khéi u 1a yéu
t6 quyét dinh chinh. Theo tic gia Phan
Huy Tan (2018), nong d6 cf DNA -
EBV huyét tuong trudc diéu tri gip
cao nhit ¢ giai doan N3 Ia 254090
copy/mL [5]. Theo tic gia Zhao
(2015), nong do cf DNA - EBV huyét
trong ting dan trong cdc nhém BN tir
giai doan NO - N3 [9]. Sy khic nhau
nay c6 thé do anh hudng cia giai doan
bénh va k¥ thuat xét nghiém khéc nhau.

MGdi lién quan giira ndng do cf DNA -
EBV huyét twrong trude diéu tri va giai
doan bénh TNM: Két qua nghién ctru
ctia ching toi voi céc tdc gia DS Tram
Anh (2019) giai doan III, IVa c¢6 nong
d6 lan lugt 1a 12594,16 copy/mL va
47752 copy/mL; tac gia Zhao (2015)
lan lugt 1a 982 copy/mL va 4620
copy/mL; tic gia Lee (2017) 1an luot 1a
847 copy/mL va 9025 copy/mL [4, 9,
10]. Tuy nhién, do ky thuat xét nghiém
v6i d6 nhay khdc nhau, vi vay, ndng do
cf DNA - EBV huyét tvong cua ching
t6i va tac gia PO TrAim Anh cao hon
[4]. KV thuat cua
ching t6i, voi do nhay 96,9% va do
dic hiéu 98%, quy trinh tich chiét
huyét twong dugc cai tién gidp ting ty
1€ va ngudng phat hién cf DNA - EBV
huyét twong.

cac tac gia khac

Méi tuong quan gitra ndng do cf
DNA - EBV huyét tuong trudc diéu tri
va dép ung diéu tri sau hod chat dan
duong: Hod chat dan duong két hop
v6i hod xa tri dong thoi 1a phéc do diéu
tri UTBMVMH hi¢n nay cho BN giai
doan III - IVa, gitip nang cao hi€u qua
diéu tri, giam ty 18 tdi phat, di cin sau
nay [1, 7]. Vi vay, nong d6 cf DNA -
EBV huyét twong cang cao thi cang
dap tng tot v6i diéu tri. Trong nghién
clru ndy, ching toi lam budc dau dé
danh giad tinh trang tdi phat va di can
ctia BN sau diéu tri héa xa tri.
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KET LUAN

Dic diém phan chia giai doan theo
T, N, M cua 88 BN trong nghién cuu:
T3 la 31,8%, T4 1a 36,4% va N2 la
23,9%, N3 la 45,5%, giai doan IV la
47, 7% va giai doan III 1a 52,3%. Sau
hod chit dan duong ddp tng diéu tri
mot ph?m tai u va tai hach déu la
90,9% va c6 98,9% déip Ung chung
mot phan.

Nong do cf DNA - EBV huyét trong
cao nhat (> 1.500 copy/mL) gip & tit ca
céc giai doan T, N va giai doan TNM,
néng d6 cao nhit ¢ T3 1a 43995,67
copy/mL va thap nhat & T1 1a 9439,20
copy/mL; cao nhét 12 & NO 12 67178,50
copy/mL va thap nhat & N3 Ia
22291,02 copy/mL; giai doan III la
30887,75 copy/mL, giai doan IVa la
36310,71 copy/mL, chung trong nghi€n
ctu 12 33670,20 copy/mL. Nong do
cf DNA - EBV huyét tuong > 1.500
copy/mL c6 85,2% va giai doan III c6
85,6%, giai doan [Va c6 84,8%.

Nong d6 cf DNA - EBV huyét
tuong trudc diéu trj cia BN ty 1¢ thuan
v6i ddp Gmg diéu tri tai u, tai hach va
dép tng diéu tri chung sau hod chat
dan duong véi hé sd twong quan duong
tinh va tuong Ung lan lwot 1a 0,174,
0,157 va 0,040.

Loi cam on: Chung to1 xin gui 101
cam on chan thanh c4c nhan vién cua
B moén - Khoa Tai Miii Hong va
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Trung tam Ung budu Bénh vién Quan
y 103, Hoc vién Quan y; Trung tim
sinh hoc phan to, Hoc vién Quan vy;
Khoa xa trj Pau c6, Bénh vién K
Trung wong va cdc BN da gidip ching
to1 thyc hién nghién ctru nay. T61 cam
doan khong c6 su xung dot vé loi ich
trong nghién ctru.
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