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KHAO SAT NONG DO EBV-DNA HUYET TUONG SAU BIEU TRI
CUA BENH NHAN UNG THU VOM MUI HONG
VA MOI LIEN QUAN VO1 MUC PO PAP NG

PHAM HUY TAN, TRAN HUY THINH, TRINH LE HUY,

PHAM THI BiCH PAO, NGUYEN BINH PHUC, TRAN VAN KHANH

TOM TAT

Ung thwr vom mdi hong la loai ung thw hay gap
nhét trong céc ung thw vung tai mii hong va ding
hang th 5 trong 10 loai ung thw phé bién & Viét
Nam. Néng d6 EBV-DNA huyét tuong c6 vai tro la
yéu tb tién lwong doc lap trong Ung thu vom mdi
hong. Nghién curu dugc tién hanh véi muc tiéu: (1)
Dinh lwong nbng d EBV- DNA huyet tuong sau diéu
tri héa, xa tri hodc hoéa xa tri két hop ctia bénh nhan
Ung thw vom mii hong, (2) Tim hiéu méi twong quan
gitta nbng d6 EBV- DNA huyét tuong sau diéu tri voi
murc d6 dép tng diéu tri ctia bénh nhén Ung thu vom
mdi hong. Lwa chon 119 bénh nhén Ung thwr vom miii
hong, cac bénh nhan nay da dwoc dinh lvong trudc
khi diéu tri; Bénh nhan sau dé dwoc diéu tri hda, xa tri
hodc héa xa tri két hop va duoc dinh luong néng dé
EBV- DNA huyét twong sau diéu tri bang ky thuét
realtime PCR; Dénh gia dap (ng diéu tr theo tiéu
chuén cia Recist. Két qua cho thay ti 16 EBV-DNA
am tinh sau diéu tri 1a 83,2%,; 16,8% bénh nhan cé
duong tinh véi EBV-DNA, trong dé sé bén copies
trung binh la 5,16 x 10’ copies/ml. Néng dé EBV-
DNA huyét tuong sau diéu tri c6 méi twong quan voi
mure d dap tmg, OR=14,0 (95% CI 1,04-187,95), p <
0,01. Két qua trén cho thay phén Ién bénh nhén Ung
thwr vom mdi hong c6 néng dé6 EBV-DNA tré vé 4m
tinh sau diéu tri va nébng d6 EBV DNA huyét tuong
sau diéu trj ¢é lién quan véi mire do dép tng.

Ter khéa: EBV- DNA, Ung thw vom mdi hong.

SUMMARY

ASSESS THE POST TREATMENT PLASMA EBV-DNA
CONCETRATION IN NASOPHARYNX CANCER PATIENT
AND ITS CORRELATION TO THE THERAPEUTIC
RESPONSE

Nasopharynx cancer is the most common one
among the head and neck cancers. It is the fifth in the
10 most common cancers in Vietnam. The plasma
EBV-DNA plays an independent prognostic role in the
disease. The study was aimed at two objectives (1) to
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Trwong Dai hoc Y Ha Noi

quantify the plasma EBV-DNA of nasopharynx cancer
patients after ~ chemotherapy, radiation or
chemoradiation, (2) to study the correlation between
post treatment plasma EBV-DNA and therapeutic
response of nasopharynx cancer patients. 119
nasopharynx cancer patients were selected for this
study, these patients were treated by chemotherapy,
radiation or chemoradiation and quantified the post
treatment plasma EBV-DNA by realtime PCR
technique. The response was assessed by Recist
criteria. The results showed rate of negative post
treatment plasma EBV-DNA 83.2%,; 16.8% remained
positive after treatment. Mean of copies 5.16x 10’
copies/ml. Post treatment plasma EBV-DNA correlated
to the therapeutic response with OR=14.0 (95%ClI
1.04-187.95), p < 0.01. This study demonstrated that
the post treatment plasma EBV-DNA of majority of
nasopharynx cancer patients became negative and
post treatment EBV-DNA concentration correlated to
the thearapeutic response.

Keywords: Plasma EBV DNA, Nasopharynx
cancer. )

DAT VAN BE

Ung thw vom hong (UTVMH) la mét trong nhirng
loai ung thw phé bién va mang tinh khu vwc [1]. Trén
thé gi¢i hang nam cé 80.000 trwdng hop moi mac, &
phia nam Trung Quéc ti 1é méc cao 25/100000 dan, &
M§ va chau Au ti 1& méc thap hon 0,5+2/100.000 dan.
O Viét Nam, ti Ié mac 5,2+13,2/100.000 dan. Theo
théng ké ung thw Ha N&i, UTVMH la loai ung thw hay
gap nhét trong céc loai ung thw viing tai mii hong va
ding hang th& 5 trong 10 loai ung thw phé bién &
Viét Nam.

Nam 2006, Leung va cs da chirng minh néng do
EBV-DNA huyét twong cé vai tro 1a yéu tb tién lwong
doc lap. Nam 2007 Lin JC va cs céng bd két qua
nghién ciru cho thay sw thay ddi ndbng d6 EBV-DNA
trwdc va sau diéu tri, néu 1én vai tro 1a mot yéu té
danh gia dap (rng v6i diéu tri va tién lwong nguy co
tai phat UTVMH. O Viét Nam da c6 nhiéu nghién ctru
vé ung thw vom va EBV nhung chwa nghién ciru dinh
lwong néng d6 EBV-DNA huyét twong & bénh nhan
UTVMH moét cach day da sau diéu tri dé danh gia dap
ng véi didu trj va tién lwong nguy co tai phat
UTVMH. Vé&i muc dich khado sat ndng d6 EBV-DNA
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huyét twong sau didu tri ciia bénh nhan UTVMH va
so sanh v&i mirc d6 dap ng, hy vong tim thdy méi
twong quan gitra ndng dd EBV-DNA huyét twong voi
mec do dap trng diéu tri trén bénh nhan UTVMH, dé
gop phan dy doan két qua diéu trj va tién lwong bénh
chung téi tién hanh nghién clru nay voi tén dé tai:
"Khao sét néng dé EBV-DNA huyét tuwong sau diéu tri
ctia bénh nhdn UTVMH va méi tuong quan véi mire
dé dap tng" v&i 2 muc tiéu:

1. Binh luvong néng d6 EBV-DNA huyét tong sau
diéu tri héa, xa tri hodc héa xa tri két hop cta bénh
nhan UTVMH.

2. Tim hiéu méi twong quan giita ndbng d6 EBV-
DNA huyét twong sau diéu tri véi mirc dé dép ung
ctia bénh nhan UTVMH.

DOI TUONG VA PHUONG PHAP

1. B6i twong

Céac bénh nhan dwoc chan doan UTVMH giai
doan | + IVa theo tiéu chun Iwa chon va loai trtr nhw
sau:

2. Thoi gian va dia diém nghién ctru

- Thoi gian: Tir thang 09/2013 dén thang 09 nam
2016.

- Pia diém: Trung tdm nghién clru Gen-Protein
Truwdng DHYHN, cac co s& diéu tri hoa xa cla Bénh
vién K, Bénh vién Tai Mii Hong Trung wong.

3. Phuwong phap

Pinh lwong néng d6 EBV-DNA huyét tuong

- Néng d6 duéi nguwdng do (< 300 copies/ml)
dwoc coi la am tinh véi EBV-DNA.

- EBV-DNA duong tinh khi xac dinh dwoc ndng
do EBV-DNA = 300 copies/ml.

- Nong d6 trén nguwdng do dwoc =300 copies/ml,
dwoc ghi nhan bang ndng do cu thé.

4. Xt ly sé liéu bang phan mém STATA 12

- Xt ly s liéu bang cac thuat toan théng ké y hoc.

- Khédo sat méi lién quan bang thuat toan tinh ty
suét chénh OR.

KET QUA NGHIEN clrU

1. Két qua nong dé EBV-DNA huyét twong sau
didu tri

s | 1084 ' Mau chuin duong
o] J 104 i m ; Mau Xét Nehiém

| 4 ChingNoi

:%WWM}E-MG——— Chimg am

4 8 1 M B W OB o0 ¥ DN BB NA MR A
T

Hinh 1. Két qua realtime PCR dinh lwgng néng do EBV-
DNA huyet twong

_ Bénh nhan co két qua dwong tinh véi EBV-DNA ¢
ndng d6 3x10* copies/ml (@ pha lodng 50 lan)

Bang 1. Két qua EBV-DNA huyét twong sau diéu
tri
Nong d6 EBV-DNA sau diéu tri S6 bénh nhan (n) Tilé %

Am tinh 99 83,2
Du’cyr]g tinh 20 16,8
Tong 119 100

Trung binh (cGia nhém dwong tinh): 5,16x 10* copies/ml

Nhén xét: Trong 119 bénh nhan dwoc dinh lwong
EBV-DNA sau khi diéu tri két qué cho thdy hau hét
bénh nhan déu am tinh v&i EBV-DNA (83,2%), trong
khi d6 chi con 16,8% bénh nhan dwong tinh véi EBV-
DNA véi sb ban copies trung binh 1a 5,16x 10*
copies/ml.

2. Méi twong quan giira EBV DNA huyét twong
sau diéu tri v&i mirc dd dap (rng

Bang 2. M&i lién quan gitta EBV-DNA huyét
twong sau diéu tri voi mirc 46 dap (ng
Nong dé EBV-DNA

Mucugo dap Am Duong OR p
9 tinh tinh
Dap wng 77 11 - -
hoan toan
Dap trng 2,33
motphan 2! T (o79-e87) O
i ) 14,0
Kho§§ dap 1 2 (1,04 - 0,009
g 187,95)

Nhan xét: C6 mdi lien quan cé y nghia théng ké
(p<0,01) gitra EBV-DNA huyét twong sau diéu trj voi
muc d6 dap ng. Nhirng bénh nhan dap rng hoan
toan c6 néng d6 EBV-DNA am tinh cao hon 14,0 1an
nhirng bénh nhan khéng dap &ng.

BAN LUAN

1. Nong d6é EBV-DNA sau diéu tri

Méi quan hé gitta UTVMH va EBV dwoc chirng
minh bang sw c6 mét clia bd gen virus trong nhan té
bao ung thw. Trwdc kia, ngwdi ta st dung khang thé
khang EBV nhw |a mét yéu t6 d& chan doan va tién
lwong UTVMH nhung phuwong phap nay c6 gia thanh
cao, méat nhiéu thoi gian, co nguy co phoi nhiém véi
yéu tb gay ung thw. Vi ly do d6, phwong phap Real
Time PCR dinh lwgng EBV DNA dwoc gidi phéng ra
huyét thanh va huyét twong tir t& bao ung thw cua
bénh nhan UTVMH ra d&i co6 kha nang khac phuc
dwoc cac nhwoc diém trén.

Trong nghién ctu nay néng d6 EBV-DNA huyét
twong cla bénh nhan sau diéu tri da dwoc dinh
lwong, két qué cho thdy hau hét bénh nhan déu am
tinh v&i EBV-DNA (83,2%), trong khi d6 chi con
16,8% bénh nhan dwong tinh v&i EBV-DNA. Trong
nhém dwong tinh xac dinh dwgc ndng dd cao nhét 13
3,2 x 10° copies/ml, ndng dod thap nhéat 14 1,6 x 10°
copies/ml va ndng do trung binh 5,16 x 10* copies/ml.

Néng d& EBV-DNA sau diéu trj 1a yéu té dy bao
kha nang tai phat va nguy co di can xa. Theo Leung
va cs (2006) da cong bd, trong nhém c6 ndng dd
dwong tinh sau diéu tri c6 67% bénh nhan phat hién
di can xa. Theo Anthony T.C Chan va cs (2002) ndng
d6 EBV-DNA huyét twong sau diéu tri con dwoc danh
gia quan trong hon néng dd trwdc diéu tri, dw bao
kha nang vén con tén thwong sau diéu tri. Tac gia
phan chia, ndng do EBV-DNA 2500 copies/ml dwoc
coi la ndng d6 cao, ndng dd < 500 copies/ml dwoc coi
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la ndng d6 thap [2].

2. M6i lién quan giira ndng dé6 EBV-DNA huyét
twong sau diéu tri véi mirc do dap rng

Nong d6 EBV-DNA dwong tinh sau diéu tri dw bao
kha nang con u ton dw sau diéu tri, ngwoc lai EBV-
DNA am tinh sau diéu tri dw bao tinh trang dap (rng
tbt v&i diéu tri [2].

Khao sat néng dd EBV-DNA huyét twong cac
bénh nhan sau diéu tri va méi lién quan v&i tinh trang
dap &ng ctia bénh UTVMH ching t6i ghi nhan cé méi
lién quan co6 y nghia théng ké gitra EBV-DNA huyét
twong sau diéu tri véi mirc d6 dap ng. Nhivng bénh
nhan dap ng hoan toan cé néng d6 EBV-DNA am
tinh cao hon 14,0 1an nhitng bénh nhan khéng dap
trng (p<0,01).

Nghién ctru cla cac tac gia nwdc ngoai ciing cho
thdy ndng d6 EBV-DNA con lai sau diéu trj ciing la
mot yéu to tién lwong cho ti1é dap ng diéu tri va thoi
gian séng thém.

Trong nghién ctru cia An (2011), cad 7 bénh nhan
dap trng toan bd khdng dinh lwgng dwgc EBV-DNA
sau diéu tri, 57 (73,1%) bénh nhan dap (rng moét phan
va 18 (54,5%) bénh nhan c6 bénh én dinh ciing c6
néng d6 EBV-DNA gidm t&i mirc khoéng dinh lwong
dwoc. Tuy nhién, khéng cé bénh nhan nao trong s6 9
treong hop bénh tién trién co ndng dd virus nhé hon
nguwdng phat hién [3]. Thoi gian sbng thém khong
tién trién ctia nhém cé EBV-DNA nhd hon nguong
phat hién duwoc la 8,4 thang so v&i 3,9 thang cla
nhom con do dwgc EBV-DNA sau diéu tri (p<0,001).
Thoi gian sdng thém toan bd cta hai nhém nay lan
lwot la 18,9 va 14,5 thang véi p < 0,001.

Nghién ctru cia Wang (2013) trén 210 bénh nhan
ung thw vom giai doan IIB-IV cho thdy nhitng bénh
nhan con xac dinh dwoc EBV-DNA sau diéu tri co

thoi gian séng thém toan bd ngan hon nhém con lai
(33,3% so voi 79,4%, p < 0,0001). Két qua vé thoi
gian séng thém khéng bénh ciing ngdn hon nhém cé
néng do6 EBV-DNA duéi nguwéng do duoc (23,3% so
v&i 75,6%, p < 0,0001) [3].

KET LUAN

Trong 119 bénh nhan dwoc dinh lwvgng EBV-DNA
sau khi diéu tri k&t qua cho thdy hau hét bénh nhan
déu am tinh véi EBV-DNA (83,2%), trong khi dé chi
con 16,8% bénh nhan dwong tinh v&i EBV-DNA vé&i
sb ban copies trung binh 14 5,16 x 10* copies/ml.

Néng d6 EBV- DNA huyét twong sau diéu tri cd
méi lién quan cdé y nghia théng ké (p<0,01) vé&i mic
do dap wng, nhirng bénh nhan dap ng hoan toan cé
néng d6 EBV-DNA am tinh cao hon 14,0 14n nhirng
bénh nhan khéng dap &ng.
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ANH HUONG CUA THO'l GIAN BEN
MOQT SO CHi SO XET NGHIEM HOA SINH

NGUYEN VAN HOQI, NGUYEN NGQC CHAU, HUYNH QUANG THUAN

Bénh vién Quan y 103

TRUONG THANH TUNG - Bénh vién Da khoa tinh Thanh Héa

TOM TAT

Nhiéu nghién ctru d3 chi ra rang, médc du xét
nghiém chi chiém 5% chi phi y té nhung 60-70% céc
quyét dinh 1am sang la dwa trén két qua xét nghiém
va két qua xét nghiém quyét dinh loai hinh diéu trj
cho bénh nhén. Céc yéu tb tac déng dén két qué xét
nghiém héa sinh & giai doan trwéc xét nghiém bao
gom: thd tuc hanh chinh, viéc Idy mau va xt ly mu,
thoi gian 1dy méu, st dung céc loai chat chéng déng,
thoi gian bdo quan vén chuyén méu, thoi gian tién
hanh... dé dénh gié dnh huéng ctia mot sé yéu to téi
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két qua xét nghiém héa sinh nhdm gidm sai s6 néng
cao chét luong xét nghiém ching téi tién hanh nghién
ctru: “Anh hudng cida thoi gian dén céc chi s6 xét
nghiém héa sinh”. Dbi twong va phuong phép:
Nghién ctru so sénh tw déi chirng theo thoi gian, cac
xét nghiém do gié tri cac chi s6 héa sinh tham gia
khéo sét trong huyét tuong & cac méu tai céc thoi
diém 15 phat, 1 gio, 2 gior va 3 gic ké ter khi Iy mau
da cho bénh nhan sau d6 so sanh két qua véi két qua
ctia thoi diém ban déu. Két luédn: Néng dé glucose
gidm dén theo thoi gian, tai céc thoi diém 1 gio, 2 gior
va 3 gior gidm 1an lwot 1a: 3%; 12%; 22% so voi thoi
diém 15 phut sau khi ldy méu, gidm cé y nghia théng
ké (p < 0,05). Cac xét nghiém dinh Iwong khac, xét
nghiém enzyme va dién gidi thay déi khéng cé y
nghia théng ké.
Twr khéa: Xét nghiém hoa sinh.
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