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Muc tiéu: Danh gid su su dong nhiém virus EBV
va virus HPV trén bénh nhan ung thu vom hong t€ bao
vay khong sirng hoa. Poi twgng va phuong phap
nghién ciru: Nghién ciru md ta cdt ngang trén 95
mau mo duc nén cla bénh nhan ung thu vom hong té
bao vay khong siing hda, thu thap tai bénh vién Dai
hoc Y Ha Néi tir thang 1/2021- 6/2022. Két qua va
két luan: D tudi mac bénh trung binh la 52,75 (16-
87), trong do ti 1€ mac & nam gidi cao han nir gidi.
banh gia ty 1& nhiém cla EBV va HPV, két qua cho
thay ti 1€ nhiem EBV chiém 95,8% trong khi HPV
chiém 15,8 % (chu yéu la chding HPV16 (86,7%)). Tuy
nhién ti 1€ dong nhiém cua HPV va EBV la 13,7%, ti lé
chi nhiém EBV la 82,1%, con lai Ia 2,1 % chi nhiem
HPV va 2,1% am tinh v&i ca 2 loai virus. Nghién ctru
da chi ra sy dong nhiém cua EBV va HPV trong ung
thu vom hong t€ bao vay khong sirng hoda, dac biét
bao gdm cac ching HPV nguy cd cao. Diéu nay cho
thay HPV cd thé dugc xem la mot dong tac nhan lam
gia tang nguy cd bi ung thu’ vom hong cuing vdi EBV.

T khoa: ung thu vom hong, Epstein-Barr virus,
Human Papillomavirus
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SUMMARY

EPSTEIN-BARR VIRUS AND HUMAN
PAPILLOMAVIRUS CO-PRESENCE IN
NASOPHARYNGEAL NON-KERATINIZING

SQUAMOUS CELL CARCINOMA

Objectives: Evaluated the association between
EBV & HPV co-infection in nasopharyngeal non-
keratinizing squamous cell carcinoma. Subjects and
methods: We designed a cross-sectional study, that
was realized on 95 FFPE samples from nasopharyngeal
non-keratinizing squamous cell carcinoma, were
collected at Hanoi Medical University Hospital from
1/2021 to 6/2022. Results: the average age of
nasopharyngeal carcinoma patients is 52,75 (16-87),
and the incidence rate of NPC was greater in men than
women. In the association between EBV&HPV, the
results showed that the rate of EBV infection was
95.8%, and the rate of HPV infection was 15,8%
(mainly HPV16 (86,7%)). However, the rate of
EBV/HPV co-infection was 13,7%, the rate of only EBV
infection was 82,1%, only HPV was 2,1% and 2,1% of
patients were not infected with both viruses. Our
results showed EBV and HPV co-presence in
nasopharyngeal non-keratinizing squamous cell
carcinoma, especially including high-risk HPV types.
Results suggested that HPV may be co-factor with
high risk factor is EBV will be increased NPC
progression.

Keywords: nasopharyngealcarcinoma,
Barr virus, Human Papillomavirus

I. DAT VAN DE
Ung thu vom hong la mot trong nhitng loai

Epstein-
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ung thu chiém ti 1é cao & Viét Nam va la bénh ly
ac tinh hang dau trong vung dau c6. Viét Nam
nam trong vung dich té ung thu vom hong chiém
ti 16 cao, udc tinh cr 9-11 bénh nhan/100000
dén/ném, chiém 3,3% s6 ca ung thu mdi mac
hang ndm. EBV la mot tdc nhan gady ung thu
vom hong da dugc chiing minh déng vai tro
quan trong trong viéc hinh thanh khoi u, xam
nhép va lam bién dbi cac t& bao lympho B, hinh
thanh cac nguyén bao lympho tang sinh.! Nhiéu
nghién ctu chi ra rang c6 méi lién quan chdt ché
véi nguy c¢d mac ung thu vom hong va sy’ biéu
hién khang nguyén EBV vGi cac t€ bao mién dich,
thdng qua cac dot bi€én soma, Uc ché con dudng
tin hiéu NF-kB do do dan dén mat kiém soat su
lay nhiém EBV trong cac t€ bao, thic day cac té
bao biéu mé vom hong bién ddi, loan san, xam
Idn hinh thanh cac té€ bao ung thu th6ng qua
nhiéu con dudng.” Bén canh do, su c6 mat cua
virus HPV dugc tim thdy trong cdc mau bénh
phdm ung thu vdom hong trong cac nghién clru
gan day chi ra rang HPV c6 mdi lién quan dén
kh6i ung thu vom hong, tham gia vao cg ché
hinh thanh loan san cac t& bao biéu md.* Tai Viét
Nam chua cd nghién clru nao chi ra tu ton tai
song hanh cua EBV va HPV trong ung thu vom
hong, do do ching t6i thuc hién nghién clru nay
nham muc dich danh gla su' dong nhiém EBV va
HPV cling nhu dan nhiém cua ting loai virus nay
trén bénh nhan ung thu vom hong.

Il. DOI TUONG VA PHUO'NG PHAP NGHIEN cUU

2.1. P6i tugng nghién ciu. 95 mau mo
ddc nén dugc thu thap cla bénh nhan tai Bénh
vién Trudng Pai hoc Y Ha Noi tr thang 1/2021
dén 6/2022. Tat ca do6i tugng nghién clru déu
dugc chan doan ung thu vom hong té bao vay
khong sirng hda nguyén phat, chua dugc diéu tri
bang bat ky phuang phap nao.

2.2. Phucong phap nghién ctu

Thiét ké nghién clru: mo ta cat ngang

Pia diém nghién cfu: Bénh vién Dai hoc Y
Ha NG6i va Khoa Ky thuat Y hoc, Trudng Dai hoc
Y Ha Noi

Phuong phap chon mau: chon mau thuan tién

_ Tach chiét DNA. DNA dugc tach chiét tur
mau mo dic nén cla bénh nhan ung thu vom
hong s dung kit tdch DNA tU khéi nén QIAamp
DNA FFPE Tissue Kit (Qlagen 56404). Nhiing
mau mo sinh thiét dugc cat 3-5 Iat do day 5- 6|Jm
vao 6ng eppendoft roi thuc hién theo khuyén cao
cla hang san xudt. Sau dé6 mau dugc bao quan &
-200C dén khi st dung.

Xadc dinh EBV DNA. Xac dinh EBV trong
mau DNA st dung bd kit GeneProof Epsteln -Barr
virus (EBV) PCR (EBV/ISEX/100) vd&i vung gen
dich khuéch dai la EBNA1. Phan (ng Realtime-
PCR dudgc thuc hién theo khuyén cdo clia nha
san xudt trén may QuantStudio3 (Applied
Biosystems) vGi chu trinh nhiét cho phan Ung
Realtime-PCR: 50°C trong 2 phut; bién tinh 95°C
trong 10 phut; 13p lai 45 chu ky & (95°C - 5 giay;
g&n mdi 60°C-40 gidy, kéo dai 72°C-20 gidy) va
két thac phan (ng.

Két qua dugc phan tich truc ti€p trén hé
théng phan mém QuantStudioTM Design and
Analysis di kem vdi thiét bi. Mau duang tinh vdi
EBV dugc danh gia qua két qua gia tri Ct cua
phan ('ng Realtime PCR

Xdc dinh HPV DNA. D& xac dinh HPV DNA,
chiing toi ti€n hanh khuéch dai ving gen L1 cla
vai kich thudc 140bp béng ky thuat Nested —
PCR thong qua cac cap moi GP5* va GP6* bién
d6i. Cac mau am tinh dugc kiém tra lai bang
phan Ung Nested - PCR s dung cap moi GP5*
va GP6* nguyén ban. Trinh tu cac doan moi
dugc miéu ta trong bang 1.

Bang 1. Trinh tu’ méi su’ dung khuéch dai ving L1 cua HPV

Tén moi Trinh tu Do dai khuyéch dai
GP5* M1-2 5-TTTRTTACTGTTGTWGATACTAC-3’
GP5* M2-2 5" -TGTWACTGTTGTWGATACCAC-3’
GP5* M3-2 5-GT WACTGTTGTRGACACCAC-3’
GP6* M1-2 5'-AATTGAAAWATAAACTGTAAWTCATATTC-3’ 140 bp
GP6* M2-2 5'- GAAACATAAAYTGTAAATCAWATTC-3'
GP6* M3 5" -GAAAATYTGCAAATCAWACTC-3'
GP5* 5-TTT GTT ACT GTG GTA GAT ACT AC-3'
GP6* 5-GAA AAA TAA ACT GTA AAT CAT ATT C-3'

Phan (tng Nested - PCR dugc thuc hién theo
diéu kién nhu sau: Vong 1 cta phan (ng PCR
dugc st dung chu trinh nhiét: 95°C/5 phut; lap
lai 40 chu ky (95°C - 30 giay, 45°C - 30 giay va

72°C - 30 gidy); 72°C - 10 phut sau dé bao quan
san pham phan (ng & 4°C. Vong 2, chu trinh
nhiét PCR dugc 1ap lai nhung nhiét do gan moi &
58°C trong 45 gidy, |3p lai 42 chu ky. San pham
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PCR dudc dién di trén gel agarose 1,5% kem
theo thang marker 100bp chuén (Inwtrogen
100bp DNA ladder, 15628 - 19) dé xac dinh
nhitng mau dudng tinh véi DNA HPV.

Xac dinh type HPV bang ky thuit gidi

trinh tu gen. San phdm PCR c¢6 kich thuGc
khoang 140bp dugc cat khdi ban gel va dugc
tinh sach bang kit tinh sach gel (Novagen, USA)
Mau dugc tién hanh gidi trinh tu gen trén may
ABI 3100 Genetic Analyzer va so sanh vdi Gene
Bank dé xac dinh type HPV.

2.3. Xir ly s0 liéu. S0 liéu thu dugc xur ly va
phan tich bang phan mém GraphPad Prism 8.0.1.

2.4. Pao dic nghién clru. Nghién cltu nay
da dugc chap thuan bdi Hoi dong Dao dirc trong
nghién cru Y sinh hoc cta Trudng Dai hoc Y Ha
NOi s6 26/HMUIRB cap ngay 1/7/2019.

Ill. KET QUA NGHIEN cU'U
3.1. Dic diém ddi tugng nghién ciru
Bang 2: Pac diém chung cua déi tuong

nghién cau

Tudi (trung binh * SD)
GiGi tinh (%)

(52,75 + 13,36

N{T 19 (20,0%)
Nam 76 (80,0%)
Tong s0 95

Két qua cho thdy do tudi trung binh trong nhém
nghién ctu la 52,75 tudi [16-87], trong do ti 1€ nam
gidi chiém 80% cao han 4 [an so vdi nir gidi.

3.2. Xacdinh ti lé nhlem EBV va HPV
Bang 3: Ti 1é nhiém EBV va HPV & bénh
nhdn ung thu vom hong

Ti Ié nhiém EBV (%)
Dudng tinh 91 (95,8 %)
Am tinh 4 (4,2 %)
Ti I1é nhiém HPV (%) va phan type
Dudng tinh 15 (15,8 %)
HPV16 13 (86,7%)
HPV18 2 (13,3%)
Am tinh 80 (84,2 %)
Ti I1€ dong nhiem EBV&HPV
EBV (+)/HPV (+) 13 (13,7%)
EBV (-)/HPV (-) 2 (2,1 %)
EBV (-)/HPV (+) 2 (2,1 %)
EBV (+)/HPV (-) 78 (82,1%)
Tong sé 95

T két qua nghién ctru cho th§y hau hét
bénh nhan ung thu vom hong c6 tinh trang
nhiém virus EBV Vi ti I€ 95,8%. Ti lé nhiém HPV
chi ¢ murc thap vGi 15,8%, trong d6é HPV16
chiém uu thé véi 86,7% cao han so véi HPV18 la
13,3%. Khi danh gia tinh trang dong nhiém ca 2
loai virus chung to6i thay rang ti 1& dong nhiém
cia bénh nhan ung thu vom hong la 13,7%
trong khi ti 1&€ bénh nhan khéng nhiem ca 2 loai
tac nhan virus chiém 2 1%, 82,1% bénh nhan
nh|em don doc EBV va c6 2,1% bénh nhéan
nhiém don doc HPV.

Bang 4: Ty 1€ nhiém EBV va HPV phén bé theo gidi tinh

[ EBV(+)/HPV(+) | EBV(-)/HPV(-) | EBV(-)/HPV(+) | EBV(+)/HPV(-) | Téngsé
Phan bo theo gigi tinh
10 2
Nam | Hpvie (10) 2 HPV16 (2) 62 76
3
Nt HPV16 (1) 0 0 16 19
HPV18 (2)

K&t qua phan tich trong tirng nhém nam va
nf cho thay bénh nhan chi nhiém EBV(+) chiém
chu yéu, dong nhiém EBV(+)/HPV(+) chiém ti lé
thap, cha yéu la chung HPV16 va xudt hién cao &
nam gidi. N{r gidi phat hién ty I& nhiem HPV thap
han, tuy nhién ching HPV18 lai phd bién han.
IV. BAN LUAN

Trén thé gigi c6 trén 90% ngudi I6n mang
virus EBV, tuy nhién khi nhiém man tinh, EBV c6
thé thic day qua trinh bién d6i ac tinh cla cac té
bao, gay loan san, xam lan trd thanh cac té bao
ung thu. EBV da dugc chiing minh v&i maéi lién
quan dén nhiéu bénh ly ac tinh nhu ung thu
lympho va cac loai ung thu biéu mé, trong do cé
ung thu vom hong. Bén canh d6 HPV la mét
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trong nhitng tac nhan gdy bénh phé bién trong
cac bénh ly ung thu dau mét c6 ndi chung va
ung thu vom hong (48,3%) nhiéu nghién clu
cho thay vai tro cla HPV la mot yéu to can
nguyén trong cac bénh ly: ung thu c6 tr cung,
ung thu tuyén tién liét, ung thu va...

Ddng nhiéem EBV va HPV déng vai trd quan
trong trong viéc khdi dau qua trinh loan san cua
chat sinh ung thu. Su tudng tac gilra virus EBV
va HPV da dugc chiing minh trong moi trudng
“in vivo”, cling nhu cd su tuong tac gilra cac
oncoprotein cta HPV va EBV nhu LMP1 (latent
membrane protein 1) lam gidm su chét theo
chu’dng trinh cta té€ bao “in vitro”, anh hudng
dén qua trinh chuyén dang u. Tuy nhién sy déng
nhiém EBV va HPV van chua dugc lam rd, HPV
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6 thé coi la mot yéu td cdn nguyén gy nén ung
thu vom va can dugc nghién clru sau han nira.

Virus EBV va HPV dugc bao cao cd lién quan
dén 38% tat ca cac bénh ung thu lién quan dén
virus. EBV va HPV déu la cac virus DNA sgi doi
thuéc nhom gay ung thu loai I theo phan loai
cla WHO. Tuy nhién cé su’ khac biét gilra EBV va
HPV vé cdu truc bd gen, nguy cd gay bénh. BO
gen cla HPV (8kb, human papilomavirus) nhod
han so vGi bé gen clia EBV (172kb, Herpesvirus),
cac nghién cru cho tha”y DNA EBV dudc tim thay
trong mau bénh la cac doan DNA Vo tinh, trong
khi DNA HPV dugc tich hgp vao cac nhlem sdc
thé cla ngudi. Trén thuc t€, EBV lién quan dén
viéc ¢ ché biéu hién HLA F ung thu vom hong,
da hinh gen HLA va EBV dugc coi la cac yéu td
can nguyén goép phan lam tang tinh nhay cam
vdi ung thu vom hong & cac khu vuc khac nhau.®
M6t s6 nghién clru con chi ra rang mot s bién
thé trong bd gen cla EBV ¢6 lién quan dén su
phét trién cla ung thu vom hong, do EBV c6 kha
nang xam nhap vao cac t€ bao lympho B, lympho
T, t&€ bao diét tu nhién NK, cac t& bao biéu mé.
EBV thong qua protein LMP (c ché tin hiéu
ngugc dong cua con dudng NF-kB, tir dé Uc ché
qua trinh chét theo chuaong trinh cda t& bao, giup
cac t€ bao ung thu thoat khdi cac t€ bao mién
dich hinh thanh cac khdi u. Tuy nhién HPV cling
cho thay vai trd can nguyén & ung thu vom
hong. Mot nghién clru dugc thuc hién gilta cac
bénh nhan ung thu vom hong & Phan Lan cho
thdy khoang 62% bénh nhan duong tinh vdi
EBV, 12% bénh nhan du’dng tinh véi HPV va
24% bénh nhan am tinh véi ca hai virus’. Ty 1&
lvu hanh HPV & Chau A, Chau Au va Chau My [an
luot 13 26%, 19% va 24%, trong khi ty 1& nhiém
HPV & Trung Quoc la 19%, thdp han so vdi cac
khu vuc khac véi ty 1€ Iuvu hanh HPV la 23% . Do
dd, & cac vling nguy cd cao mac ung thu vom
hong ti 1€ HPV duong tinh thap hon so vdi cac
vung co ti 1é mac ung thu vom hong thap. Ngoai
ra cac nghién clru trén chung toc ngudi da trang
cho thdy cac trudng hdp ung thu vom hong cé
EBV am tinh, cd lién quan chat ché véi HPV gay
ung thu. Do d6, diéu nay cho thdy rdng HPV la
mot can nguyén can luu y trong cd ché bénh cua
ung thu vom hong.

Két qua nghién clru cta ching toi cho thay
dd tudi trung binh mac ung thu vom hong la
52,75 [16- 87] tu’dng tu vai nghlen cltu ca Lao
D¢ Thuan va cong sy tai bénh vién Chg Ray, HO
Chi Minh (53,51 + 1,43 [20-81]), trong do ti I€
nam gigi chi€ém 80,0% cao han nir gigi 20,0%
gap 4 lan 3. Két qua nay phu hgp véi cac yéu to

dich t& clia bénh Iy ung thu' vom hong lién quan
dén cac thoi quen hut thudce 13, an uong do muodi
chua, ddc diém ching tdc da vang va vung yéu
to dICh té cla ung thu vom hong tai viing Bong
Nam A, cting nhur tai Viét Nam*.

Tren cac mau bénh pham thu thdp dugc, ti
|é EBV duong tinh chiém ti 1é cao 95,8%, diéu
nay khang dinh nguy co cta EBV véi bénh Iy ung
thu vom hong, tuong tu’ cac nghién ciu trén thé
giéi* . Diéu nay gop phan giai thich cho vai tro
cla virus EBV trong cg ché hinh thanh ung thu &
vom hong. Nhiém EBV man tinh véi sy xuat hién
EBV tiém tang trong cac t€ bao biéu md hau
hong, EBV cho thdy cé su’ thdm nhiém cac t& bao
lympho trong khdi u, bi€u hién bd gen EBV va
cac gen tiém &n EBV EBERs, EBNA1, LMP1, LMP2
va BARTSs, cho thdy ndng do EBV DNA cao trong
huyét tuong ciia bénh nhan cé thé cé mdi lién
guan véi kha nang tai phat ung thu vom hong &
bénh nhan da diéu tri.

Trong khi do, ti 1€ nhiém HPV 13 15,8%, ti 1&
dong nhiem EBV va HPV chi€ém 13,7% toan bd
nhém bénh nhan nghién ctu. Ti 1é dong nhiém
trong nhom bénh nhan Iran, Maroc, Trung Quoc
lan lugt 1a 15% (type 6/11 & 16/18)4 va 34% ?
47,7%(HPV 16,18 chiém 66 7%) Tuy nhién
ddng nhiem EBV va HPV it gdp & bénh nhan ung
thu vom hong § cac quéc gia chau Au va chau
My hon céac vung Trung Quoc va Dong Nam A,
Cac nghién clru nay chi ra rang, 6 cac nudc co ti
|é thap ung thu vom hong, bénh nhan dong
nhiém EBV/HPV khong cho thay su’ khac biét vé
thdi gian s6ng thém so v@i cac bénh nhan chi
nhiém EBV hodc HPV. Mot s6 nghlen ctu chi ra
rang, HPV c6 thé la mot yeu to can nguyen cla
nhirng truGng hgp ung thu vom hong c6 EBV am
tinh, nerng bénh nhan ung thu thé khéng sting
héa, bao gdm ca nhitng ngudi da tring. O chung
toc ngudi da trang, khi so sénh thai gian song
thém toan bd gitta nhém nhiém virus HPV va
EBV khong cho thdy cd su khac biét, trong khi
nhém HPV duadng tinh va EBV am tinh co thdi
gian s6ng thém toan bd ngan han, diéu nay Gng
ho cho gid thuyét vé vai trd cia HPV la cdn
nguyén gay bénh cta ung_thu vom hong, déng
thdi cho thdy su dong nhiém 2 virus la mot yéu
toé quan trong trong cgd ché& bénh sinh cta ung
thu vom hong, dong nhiém EBV/HBV cd thé anh
hudng lén qua trinh loan san tdng sinh.

V. KET LUAN

Nghién cttu trén 95 bénh nhan ung thu vom
hong t€ bao vay khdng sing hoéa cho thay ti 1€
dong nhiém cltia EBV va HPV chiém 13,7%; trong
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khi ti 1& chi nhiém EBV la 82,1%; ti I& chi nhiém
HPV la 2,1% va 2,1% khong nhiém ca 2 loai
virus ké trén. HPV van con 1a mot yéu t6 nguy cd
dang quan tdm va can dugc nghién cliu thém
trén nhdm bénh nhan ung thu vom hong va cac
bénh ung thu biéu md khac lién quan.

VI. LO1 CAM ON

Nhom nghién cltu xin tran trong cam on Quy
Phat trién cdng nghé va khoa hoc qudc gia
(NAFOSTED; ma s6 108.02 -2018.312) da ho trg
thuc hién nghién clftu nay.
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KHAO SAT SU’ THAY DOI NHIET PO BE MAT DA KHI CAI KIM
TAI HUYET RANG MOI BEN TAI TREN NGU’O'l BINH THUONG

Huynh Vo Quéc Khal, Bui Pham Minh Mén?, Trinh Thi Diéu Thuong!

TOM TAT

Muc ti€u: Nhi cham la mét phuong phap chén
doan va diéu tri cic rdi loan vé thé chét va tinh than
bang cach kich thlch cac huyet trén tai. Mot sO nghlen
ctu chéing minh rdng cac huyet trén loa tai co méi
quan hé tudng {'ng vdi cac vung trén co thé. Thé
cham mét s6 huyét trong cac nghlen cru cho thdy su
thay d6i nhiét do da & cac ving tudng (ng. Trong
nghién clu nay, chling t6i khao sat su thay d6i nhiét
do da tai vung ham dudi khi cai kim moi huyét Réng
trén tai moi bén trén ngudi binh thudng. Poi tudng
va phuang phap nghién ciru: Nghién ciu can thiép
bdt chéo thyc hién trén 35 ngerl tinh nguyén dugc
thuc hién tai Phong nghlen cltu thuc nghiém Cham
ctru, khoa Y hoc ¢6 truyen bai hoc Y Dugc TP.HCM.
Ket qua: Sau khi cai kim huyét R3ng bén trai, nhiét
d6 vlng ham duGi bén trai khac biét cd y nghTa thdong
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ké so vdi trudc khi cai kim (p<0,05). Sau khi cai kim
huyét Rang bén phai, nhiét d6 ving ham dudi bén
phai khac biét cé y nghia thong ké so vdi trudc khi cai
kim (p<0,05). Khong ghi nhan bat cf tac dung phu
nao khi cai kim huyét Rang trong qua trinh nghién
cfu. Két luan: Khi cai kim huyét Rang trén tai, nhiét
dé vung ham duéi cung bén cai tang nhiét do cé y
nghia thong k&, cho thay maGi lién hé huyét Réng trén
tai v&i vung ham.
Tur khoda: nhi cham, huyét Rang

SUMMARY
SURVEY ON CHANGE TEMPERATURE OF
SKIN SURFACE WHEN USING AURICULAR
ACUPUNCTURE AT THE TOOTH POINT IN
EACH SIDE OF THE EAR IN HEALTHY PEOPLE
Objective: Auricular acupuncture is a method for
diagnosing and treating physical and psychosomatic
dysfunctions by stimulating a specific point in the ear.
Some studies prove that the acupoints on the pinna
have a corresponding relationship to the areas of the
body. Some research also shows that acupuncture
acupoints on the body can change the temperature of
the corresponding area. In our study, we survey the
change in temperature of the skin surface at the lower



