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TRONG UNG THU’ VOM HONG
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TOM TAT

Ung thu vom hong la mét trong nhitng loai ung
thu ddc trung cho vung phia Déng Nam Chau A, trong
dé bao gom Viét Nam. Nh|em human papillomavirus
(HPV) dong vai tro la yéu to nguy co cao trong su
phat trién cla loai hinh ung thu nay Su biéu hién cla
protein MICA/B-khdng nguyén kich hoat hé théng
miéen dich tiéu diét u t€ bao, la yéu to téc‘dc}ng quan
trong. Nghlen cru nay dugc thuc h|en nham tim moai
quan hé cling nhu sy anh hudng cua HPV 1én mUrc do
bleu hlen MICA/B G mO ung thu vom hong 84 mau
md ung thu vom hong dudc thuc hién xac dinh nhiém
HPV bang ky thuat Nested—PCR va mdc do biéu hién
protein MICA/B du’dc thuc hién bang phuong phap
nhudm hoa mo mien dich. Két qua cho thay, phan I6n
ung thu xay ra & nam va phan loai & thé kém biét hoa,
chi€ém t| € lan Iugt la 70, 23% va 77,38%. Mirc do b|eu
hién ctia MICA/B dic b|et glam o} d0| tugng du‘dng tinh
vd| HPV (p=0,04). bay ia mdt ggi y cho chung ta thay
rang, sy Iay nhiém PV trong ung thu vom hong da
glup t& bao khGi u Ian tranh dugc hé thong m|en dich.
V| vay, tim hiéu mdi lién hé glu‘a b|eu hién cta MICA
va HPV mang yéu to tiém nang gilip tim ra erdng di
md| trong diéu tri ung thu vom hong béng liéu phap
mien dich.

T khda: ung thv vom hong, human
papillomavirus, mdrc do biéu hién MICA/B
SUMMARY

ASSOCIATION BETWEEN MICA/B
EXPRESSION AND HPV IN
NASOPHARYNGEAL CARCINOMA

Nasopharyngeal carcinoma (NPC) is one of the
most commonly cancer occurred in Southern East Asia,
including in Viet Nam. The infection of HPV (human
papillomavirus) or the expression of MICA/B- a protein
responsible for stimulating immune system to Kkill
cancer cells, both of them recently have been
demonstrated that relating to many kinds of human
cancers. In this study, we want to figure out the
relationship between HPV and MICA/B in NPC cancer.
We collected 84 samples of NPC cancer patients to
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analyze by Nested-PCR and immunohistochemistry
(IHC) method. The results showed that 11/84 (13,1%)
HPV positive. Moreover, MICA/B expression was
significantly decreased in positive HPV group
compared to none infected by HPV. Leading to a
hypothesis that HPV maybe was an important reason
for promoting cancer cells escape from immune
system protection. Therefore, understanding the
affection of HPV on level of MICA/B expression may
further improve treatment on patients with NPC by
immunotherapy.

Keywords: Nasopharyngeal carcinoma,
Papillomavirus, MICA/B expression

I. DAT VAN PE

Ung thu vom hong la loai ung thu ac tinh,
phat sinh tir bi€u mé niém mac cua vom hong!,
rat phé bién va cd xu er(jng gia tang & cac nudc
trén thé gidi, dac biét véi khu vuc Bong Nam
Chau A3, Tai Viét Nam, theo Globacan théng ké
nam 2021, ung thu vom hong ddng vi tri thr 9
trong cac loai ung thu thudng xay ra hién nay,
trong dé cd hon 6.000 ca bénh dugc phat hién,
nhung chiém ti Ié t& vong cao (3.706 ca). Su
phat trién va di cdn cua t€ bao ung thu la
nguyen nhan khién viéc diéu tri cang tré nén kho
kh&n va dan dén that bai.

HPV la mdt virut cé vat chat di truyén la DNA
vong x0an kep, khép kin, kich thudc xap xi 8kb
va ¢ kha nang lay nhlem vao t& bao bi€u mé.
Dua trén mdi tuong quan vdi bénh ung thu, HPV
dugc chia thanh 2 nhém. Nhém khéng géy dot
bién gen (nononcogene) hodc nguy cd thap la
nhitng nhdm thudng lién quan dén ndi mun cdc
sinh duc va xuat hién u nhd dudng hdé hap tai
phat (resplratory papilomatosis- RRP). Nhom thar
hai 1& nhom gy nhiém trung dai dang hodc c
kha nang gay ung thu. Day la nhdm dac biét
quan trong vi cd yéu t6 nguy cd cao dan dén
phat trién ung thu, bao gdbm cac loai nhu: ung
thu ¢d tir cung va ung thu vom hong. Nhitng
nghién c(tu gan day chi ra rang, ung thu vom
hong c6 lién quan dén su hién dién cla virut
HPV, r6 han la nhitng bénh nhan am tinh vdi
HPV cho két qua diéu tri kha quan hon so Véi
nhitng bénh nhdn c6 HPV dudng tinh*. Tuy
nhién, hi€u rd han vé vai trd ciling nhu tc dong
ctia HPV trén ung thu vom hong. vi vay, nhirng
nghién clu tiép theo hira hen s& ddéng vai tro
quan trong trong viéc hd trg dua ra phac do diéu
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tri thich hgp va cai thién két qua & bénh nhan.
MICA (Major histocompatibility complex class
I chain-related peptide A) va MICB (Major
histocompatibility complex class I chain-related
peptide B) 1a 2 khang nguyén ndm trén bé mat
té€ bao, dugc ma hoéa bdi gene MICA va MICB, c6
chlrc nang kich hoat hé th6ng mien dich tiéu diét
t€ bao u. Thoéng thuGng, su tang ti€t MICA/B
dudgc quan sat & hau hét cac dang ung thu, day
la tin hiéu canh bdo dé t& bao diét tu nhién NK
trong hé mién dich sé dugc phat déng manh va
ly gidi cac t& bao u®. Vi vay, MICA/B ddng vai tro
guan trong trong phan (tng mién dich chong lai
ung thu, tuy nhién, mic db protein cling nhu y
nghla cla no trong tUng giai doan u tién trién, ké
ca trong ung thu vom hong thi van chua dugc

lam ro. Tai day, ching t6i tién hanh nghién ciu
nay véi muc dich tim hi€u mdi lién quan gilia
néng dd bi€u hién protein MICA/B va tic nhan
HPV trén bénh nhan ung thu vom hong tai Viét Nam.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

1. PG6i tugng. 84 mau mé dic nén dugc thu
thap cta bénh nhan da dugc chan doan ung thu
vom hong tai Bénh vién Dai hoc Y Ha NGi tir
thang 4/2019 dén thang 12/2020. Nhiing bénh
nhan nay chua nhan bat ky mot phucng phap
diéu tri nao, mau md ung thu dugc chan doan va
luu trir tai khoa Giadi phau bénh, trudng Pai hoc
Y Ha Nai.

2. Phuong phap. Xac dinh HPV DNA bang
ky thuat Nested—PCR

Bang 1. Trinh tu’ moi su’ dung trong nghién ciru

STT | Tén moi Trinh tu Do dai khuyéch dai
1 GP5* M1 -2 5 - TTTRTTACTGTTGTWGATACTAC - 3’
2 GP5* M2 -2 - TGTWACTGTTGTWGATACCAC -3’
3 | GP5*M3-2 - GT WACTGTTGTRGACACCAC -3’
4 GP6* M1 -2 5" - AATTGAAAWATAAACTGTAAWTCATATTC - 3’ 140 b
5 GP6* M2 -2 - GAAACATAAAYTGTAAATCAWATTC - 3’ P
6 GP6* M3 5’ - GAAAATYTGCAAATCAWACTC -3’
7 GP5* 5 -TTT GTT ACT GTG GTA GAT ACT AC-3'
8 GP6* 5" - GAA AAA TAA ACT GTAAAT CATATTC-3'

Doan trinh tu’ DNA c6 dd dai 140 bp ndm trén
gene L1 cla HPV dugc khuyéch dai bang ky
thuat Nested - PCR thong qua su’ dung cac cdp
moi GP5* va GP6™ cai tién. Cac mau cho két qua
am tinh v6i HPV dugc ki€ém tra lai bang phan ('ng
Nested - PCR sir dung cap modi GP5* va GP6*
nguyén bané. Trinh tu cac doan modi dudc tong
hop & Bang 1.

Phan (rng PCR dugc thuc hién theo hai vong
dua vao nguyén ly Nested - PCR. Vong 1 cla
phan (’ng PCR dugc s dung chu trinh nhiét:

5°C/5 phut; 40 chu ky [95°C/30 glay, 5°C/30
glay va 72°C/30 gidy]; 72°C/10 pht rdi bdo quan
san phdm phan (ng & 4°C. O phan (ng PCR
vong 2, chu trinh nhiét dugc 1ap lai nhung nhiét
d6 gan moi dugc nang Ién 58°C trong 42 chu ky.
San phdm PCR dugc dién di trén gel agarose
1,5% kém theo thang marker 100bp chuén
(Inwtrogen 100bp DNA ladder, 15628 -19) cung
vGi mau chudn dudng clia HPV dé phat hién
nhitng mau dudng tinh vGi DNA HPV.

Nhuém héa mé mién dich. Su biéu hién
cua MICA/B dugdc danh gia bang phuang phap
héa mé mien dich va dugc nhudm trén thiét bi
BenchMark XT. Manh sinh thiét vui trong parafin
dugc cat thanh tiéu ban c6 d6 day 4 pm va trai
Ién lam tinh dién. Theo sau do la qua trinh kht
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parafin trong xylen va khir nuéc lan lugt trong
con 100%, 90% va 80%. Ti€p theo, ti€u ban
dugc U trong dém Citrate (pH=9) tai 95°C trong
1 gid. Men peroxidase noi sinh dugc bat hoat bdi
ultraVIEW Universal DAB (Ventana, Cat#253-
4291) trong 4 phut & 37°C. Sau khi rra 3 [an
bdng dém PBS (phosphate-buffered saline), tiéu
ban dugc U v8i khang thé da dong MICA/B
khang tho (ti 1é pha loang 1:100, Abcam,
203679) trong 32 phut tai 37°C. Chirng am va
chtrng duong déu dugc thuc hién song song vdi
mau nghién cyu. Trong do, ching du’dng dugc
st dung la mau mo cla ung thu biéu md phdi
theo huéng dan cta nha san xuét. Chimng am 13
mau nghién clru khéng dugc phu khang thé 1.
Tiép theo, miu dudc rlra lai 3 [an béng PBS roi
dem U véi ultraVIEW Universal HRP Multimerto
(Ventana, Catalog number 253-4290) trong 8
phut tai 37°C. Ti€p tuc rifa v&i PBS 3 lan, tiéu
ban dugc quan sat théng qua moét két tda mau
nau, tao ra bdi HRP khi b8 sung ultraVIEW
Universal hydrogen peroxide (Ventana, Cat#253-
4293) va kit nhudm ultraVIEW Universal DAB
(Ventana, Cat#253-4292) trong 8 phut tai 37°C.
DAB dugc ddi mau khi thém vao ultraVIEW
Universal Copper (Ventana, Cat#253-4294) trong
4 phdt 8 37°C. Sau d6, mau bénh phdm dugc
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nhudm bang hematoxylin II (Ventana, Cat#790-
2280) va U vdéi Bluing Reagent (Ventana,
Cat#790-2037) trong cung diéu kién. Cudi cung,
mau dugc rira bang hon hop nudc rira va khir
nudc bang con, lam sach bang xylen, dudc bao
phu bgi Richard-Allan Scientific Mounting Medium
(ThermoFisher Scientific, ID 4112) va quan sat
dugi kinh hién vi.

Pinh lvong mic dd bi€u hién protein
MICA/B trén méd. Protein MICA/B dudc biéu
hién trén bé mét cta t& bao bi€u md. Mic dd biéu
hién ctia MICA/B dugc xac dinh bang viéc danh
gia cuGng d6 nhuém va ti |1é duong tinh cua té
bao biéu md. Cudng dd nhudm dugc chdm diém
theo hé thdng chdm diém Allred: 4m tinh (0); yéu
(4); trung binh (++) va manh (+++). Ti Ié dugng
tinh cla t&€ bao mdé dugc chdm diém [an luct la:
am tinh (OP); < 1% (1P); 1 - 10% (2P); 11 - 33%
(3P); 34 - 66% (4P) va > 67% (5P). M(ic db biéu
hién MICA/B tdng thé dudc tinh todn bang céch
tinh tdng cudng do va ti 1é phan trdm két qua, gia
tri_ndm trong khoang tir 0 dén 8. Cudi cung, 84
mau bénh phdm dugc danh mu roi duge danh gid
va tinh diém bai 2 chuyén gia md bénh hoc déc
lap tai trudng Pai hoc Y Ha Noi. Két qua khong
ghi nhan thay su khac biét gilta 2 bén.

Phan tich théng ké. Su biéu hién khac nhau
cla MICA/B trong doi véi HPV (-) va (+) trén
nhém bénh nhan ung thu vom hong dugc théng
ké bang Student’s T-test. Trong tat ca cac két
qua phan tich, p<0,05 dudc chi ra su khac biét
théng ké cé y nghia. Cac gia thuyét dugc kiém
dinh bang phan mém GraphPad Prism 8 (San
Diego, USA).

3. Pao dirc nghién ciru. Nghién clru nay da
dugc chap thuan bdi HoOi dong Pao diric trong
nghién clu Y sinh hoc cla Trudng Pai hoc Y Ha
NOi s6 26/HMUIRB. Cac thoéng tin ca nhan hoan
toan dudc bao mat.

INl. KET QUA NGHIEN cU'U
1. Bac di€ém nhém nghién ciru
Bang 2: bac diém cua doi tuong nghién cuu
o Nam 59(70,23%)
0] /4
Gidi tinh (%) NG 25(29.77%)
Tubi (trung binh £

dd léch chuén) 52,81+ 12,32

Ung thu thé

kém biét héa | 02 (77:38%)

Phan loai t€ bao

hoc Ung thu thé 19
] té bao vay (22,62%)
Tong so 84

84 mau bénh phdm dugc chan doan ung thu
vom hong tai Bénh vién Dai hoc Y Ha NGi dugc

chon dé€ tham gia nghién cu. Trong dé, ti 1&
nam gidi chiém phan 16n so véi nit giGi, cu thé
lan lugt 1a 70,23% va 29,77%, véi do tubi trung
binh la 52,81 + 12,32 tudi. Bén canh do, ti 1é
ung thu vom hong dudc phét hién chi yéu & thé
kém biét hda véi ti 18 77,38% so vdi thé t& bao
vay (22,62%). ]
2. Phan loai ti Ié nhiem HPV trong
nghién ciru .
Bang 3: Ty [é nhiem HPV phat hién duoc
trong nghién cuu
Tong sd (N) 84
HPV am tinh 73 (86,9%)
HPV duong tinh 11 (13,1%)
Chung tdi phat hién 11 mau dudng tinh véi
HPV (chiém 13,1%) trong tng s6 84 mau bénh
pham dudc khao sat.
3. Panh gia su lién quan giira mirc do
bi€u hién cia MICA/B va HPV

P=0.0a*

Bié hién cia MICAIB

o T
HPYV 16 &18

HPV am tinh

Hinh 1: M6 lién quan gida muc dg biéu hién
cua protein MICA/B va tinh trang nhiém HPV trén
mau ung thu' vom hong

K&t qua nhuém hdéa mo6 mien dich sau khi
dinh lugng cho ta thdy mdc dd biéu hién cua
protein MICA/B dac biét giam cd y nghia thong
ké véi p = 0,04 so vGi bénh nhan ung thu vom
hong duang tinh v6i HPV. Thong qua két qua thi
nghiém nay, ching t6i nhan dinh rang, su hién
dién clia HPV c6 thé la nguyén nhan gay suy
giam hé thong mién dich phong vé tu nhién clia
co thé chdng lai ung thu thdng qua lugng giam
MICA/B protein so v@i nhitng bénh nhan ung thu
vom hong c6 HPV am tinh.

IV. BAN LUAN

Ti |é tr vong clia cac bénh lién quan dén ung
thu dugc x€p cao thar 2 trén thé gidi. Tuy nhién,
s0 lugng nhiém HPV lién quan dén ung thu
chiém chu yéu trong cac bénh vé lay truyén qua
dudng sinh duc & ca nam va nit. HPV thudc ho
Papillomaviridae, mang b0 gene la DNA sgi kép.
Capsid hinh t&r dién bao boc vat chat di truyén,
cd cdu trdc chinh la L1 va cdu tric phu la L2.
Dua vao trinh tu cdu tric L1, gene s€ ma hda
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thanh protein capsid chinh dé& dinh danh va hinh
thanh hon 200 loai HPV dac trung. Thong
thudng, hé théng mien dich s& tiéu diét cac tac
nhan virut la nay néu chung xam nhap vao cd
thé. Tuy nhién, trong mot s trudng hgp, té bao
sau khi bi lay nhlem V@i cac chung HPV dugc xep
vao loai nguy cd cao, cd thé dan dén mat can
bang tang trudng va khéng bi ki€m sodt bai hé
thdng mién dich, dé 13 nguyén do dan tdi viéc
hinh thanh khoi u hodc tién ung thu?. Su gop
mat cia HPV da dugc cong bd lién quan dén
nhiéu loai ung thu khac nhau, vi du nhu' ung thu
cd tr Lcung, ung thu bam smh va ung thu ving
dau va cd. Song, van chua c6 nghién ctu ndo chi
ro cg ché gay bénh va con duGng tac dong cla
HPV Ién hé mién dich cGa bénh nhan ung thu vom
hong, ddc biét la trén quan thé ngudi Viét Nam.

T€ bao NK (Natural killer) la t€ bao bach
huyét trong hé mién dich, dong vai tro quan
trong trong viéc bdo vé cd thé chéng lai t& bao u
bang ca ché trung hoa doc t6. Trong d6, MICA/B
la 2 phdi tir quan trong d€ hoat hoa t&€ bao NK
hoat déng>. O ngudi binh thudng, MICA/B hiém
khi bi€u hién, nhung lai tang tiét khi c6 su’ hién
dién cua té bao ung thu, vi du trong ung thu dai
truc trang, ung thu v, hay & ung thu tuyén tuy.
Bén canh do, trong mot vai nghién cllu gan day
dua ra, su' bi€u hién MICA/B gidm & bénh nhan,
tao co hoi dé t& bao u tién trién va rit ngdn thdi
gian song sot cla nhifng bénh nhan nay?. Vi vay,
viéc tim hiéu cac yéu t6 tac dong lién quan dén
bi€u hién ciia MICA/B la rét can thiét. Tuy nhién,
trong ung thu vom hong, van dé nay van la cau
héi can dugc giai dap. Vi vay, nghién ciru cla
ching to6i tap trung vao phan tich méi quan hé
cla 2 yéu té quan trong trong ung thu vom hong
la HPV va biéu hién cia MICA/B. K&t qua cla thi
nghiém cho rdng, nhitng bénh nhén bi ung thu
vom hong ma dudng tinh véi HPV c6 thé gay
gidam do6 dac hiéu cua hé théng mién dich thong
qua su giam tiét MICA- la mot protein chiu trach
nhiém kich hoat hé thong tiéu diét t€ bao ung
thu trong co thé. Pay la diéu kién tot dé t& bao
ung thu vom hong gia tang kha nang ton tai,
phat trién va di cdn. Vi vay, hiéu qua cia con
dudng mién dich lién quan dén su biéu hién
MICA/B mang y nghia I6n trong viéc diéu tri ung
thu vom hong trong tuang lai ma chdng ta can
hudng dén trong cac nghién clu tiép theo.

Do quy mo nghién clru con han ché, nén cac
sO liéu thu thép con thi€u sét, vi du nhu ty 1€
s6ng con va phan loai giai doan ung thu cla
tirng bénh nhan van chua dugc cung cap, cling
nhu ti€n sau vao tim hi€u con dudng hinh thanh

58

va cd ché tac dong clia HPV Ién su biéu hién cua
cac dau &n sinh hoc trong hé thdng mién dich
con chua dudgc thuc hién. Tuy nhién, day cling la
budc khéi dau, mé ra hudng nghién clru méi dé
ti€p tuc lam sang to.

V. KET LUAN

Trong 84 bénh nhan ung thu vom hong dugc
quan sat, phan I6n gdp & nam gigi véi ti 1€
70,23% va phd bién thudc phan loai ung thu
kém biét héa (65/84 chiém ti 1€ 77,38% trén
tdng s6). Ngoai ra, ching t6i da phat hién 11
trudng hgp du‘dng tinh v&i HPV. Bang ki thuat
nhudm héa mé mién dich, su biéu hién cua
protein MICA/B cho thdy nong do protein MICA/B
trong nhirng bénh nhan cé HPV duong tinh giém
cd y nghia théng ké so vdi nerng trudng hgp am
tinh v&i HPV. Piéu dé chi ra réng, su lay nhiém
HPV c6 thé 1a mét trong nhiing nguyén nhan gay
suy giam hiéu qua ctia hé thdng mién dich cling
la 14 chdn bao vé tu nhién cla co thé.

L&i cam on. Nghién cltu nay dudc tai trg bdi
Quy Phét trién khoa hoc va cdng nghé Qudc gia
(NAFOSTED) trong dé tai ma s6 108.02-2018.312
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