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dd day léch dudng gitta >10 mm 1a yéu t6 tién
lugng xdu cho hdi phuc lam sang [5]. Trong
nghién ctu cla tdi, trudc phiu thuat c6 06/32
bénh nhan cé mic do di léch dudng gilra trén
phim chup CLVT so ndo > 10 mm chi€ém 18,7%,
sau phau thuat s6 bénh nhan c6 mirc do di Iéch
dudng gilta trén phim chup CLVT so ndao >10
mm giam con 15,6%.

V. KET LUAN

Qua nghién cltu trén 32 bénh nhan mac nhoi
mau ndo dién réng do tdc déng mach ndo gilia
tur thang 1/2017 tdi thang 9/2022 chiing t6i nhan
thdy vé déc diém |dm sang theo thang diém
NIHSS cho thay da s6 bénh nhan & mirc do trung
binh va nang (NIHSS > 16), chiém 84,4%; tinh
trang tri gidc trong pham vi 6-12 diém Glasgow
(96,9%); triéu chirng Idm sang thudng gap chinh
bao gom liét nra ngudi (100%), noéi khod
(90,6%), gian dong tr cung bén (78,1%); Hinh
anh cat I8p vi tinh so ndo cho thdy dién nhoi
mau réng vung cap mau cla déng mach ndo
gitta 0-3diém theo thang diém ASPECTS (78,1%).
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bao bi nhiém virus va t& bao ac tinh thong qua viéc
kich hoat thu thé NKG2D cla t€ bao NK va té bao
Iympho T. Su bién d6i Valine (Val) thanh Methionine
(Met) & vi tri axit amin 129 trén MICA anh hu’dng téi ai
luc lién két véi thu the NKG2D va da dugc t|m thay
trong mot loat cac rdi lpan lién quan dén mién dich.
Nghlen ctu trén 164 mau md u vong hong, kiéu gen
cla MICA-129 dudc xac dinh lan lugt la Val/Val
(33,54%), Val/Met (46,34%) va Met/Met (20,12%).
Tan s6 alen cla MICA-129 ciling dugc ghi nhan, vdi
43,29% alen Met va 56,71% alen Val. bang chu vy, su
hién dién cua alen Val cd lién quan dang ké dén sy gia
tang nong do EBV trong mo u vom hong (p= 0 04)
Két qua cua nghlen ctu gdl y vai tro tiém nang cla
MICA-129 trong viéc danh gid nguy cd bénh va c6 thé
trg thanh muc tiéu cho nhifng liéu phap mién dich

219



VIETNAM MEDICAL JOURNAL N°2 - DECEMBER - 2023

trong tuong lai. Tar khoa: MICA-129Val/Met, Epstein-
Barr virus, u vom hong

SUMMARY
MICA-129 Val/Met VARIANT ASSOCIATED
WITH EPSTEIN-BARR VIRUS COPIES
NUMBER IN NASOPHARYNGEAL CARCINOMA
MICA protein (major histocompatibility complex
(MHC) class I chain-related A) expressed on cancer
and infection cells’s surface, play important role in
cancer immune-surveillance via NKG2D receptor
activated on NK cells and cytotoxic T cells.
Interestingly, a methionine (Met) to valine (Val)
substitution at position 129 of the heavy chain domain
classified the MICA alleles into strong (MICA-129 Met)
and weak (MICA-129Val) binders to NKG2D receptor,
previous findings suggested to immune disorders
associated with MICA variant. We analyzed on 164
nasopharyngeal carcinoma (NPC) tissues and found
Val/Val (33.54%), Val/Met (46.34%) and Met/Met
(20.12%), respectively. Allele frequency for Met was
43.29% and for Val was 56.741%. Notably, allele Val
strongly related to Epstein-Barr virus (EBV) status in
NPC tissues (p=0.04). Our results suggested that the
usage of MICA-129 genotype as prognostic marker for
immune therapy in the future.
Keywords: MICA-129Val/Met,
virus, nasopharyngeal carcinoma

I. DAT VAN DE

Gen MICA (major histocompatibility complex
(MHC) class I chain-related A) dugc biét dén la
mot gen thudc MHC I8p I, dac trung bdi tinh da
hinh cao, véi 105 alleles ma hda cho 82 bién thé
protein da dugc xac dinh. Gen nay ma hoda cho
protein MICA nam trong locus MHC va gan vdi
gen khang nguyén bach cau (HLA)-B. Cu trac
protein nay tudng tu nhu cac phan tir I16p I khac,
nhung MICA khong lién két véi B2-microglobulin
va khong tham gia trinh dién khang nguyén.
MICA dugc biéu hién trén cac t& bao ndi mo, t&
bao biéu md, t& bao tua, va nguyén bao sdi. Su
gia téng mic dd biéu hién clia MICA c6 lién quan
dén qua trinh xam nhiém cda virus hodc su hinh
thanh cla cac té bao ac tinh. Bén canh do, MICA
con 13 phéi tir ctia thu th€ NKG2D, mét thu thé
trén t€ bao diét tu nhién (NK) va té bao lympho
T. Su hoat hda gilta MICA va NKG2D khdi dong
cac tin hiéu kich thich trén t& bao NK va cung
cap cac dong tin hiéu cho cac tap con cua té€ bao
lympho T, dan dén viéc loai bd cac té bao bi roi
loan chirc nang [2, 3]. Con dudng truyén tin hiéu
nay tao thanh mot cg ché bao vé quan trong lién
quan dén viéc phat hién va loai bé cac t€ bao bi
nhiém bénh va cac té bao u.

Cac da hinh don cla gen MICA d3 dugc
chirng minh dong vai trd quan trong trong cac
bénh lay nhiém c6 lién quan dén virus, cac bénh

Espstein-Barr
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tu mién va trong ung thu. O cac nghién clu
trudc, ching t6i da chdng minh da hinh
rs2596542 MICA lam tdng nguy cd mac ung thu
vom hong, cling nhu anh hudng dén lugng virus
Epstein-barr (EBV) trong khéi u vom hong thé
khong biét hoa [1]. Alen MICA*008 (rs67841474)
gay ra mot codon két thic sém, dan tdi su cat
bo cua 10 axit amin & mién xuyén mang ciing
nhu vung dudi té bao chat. Viéc xr li cac té€ bao
diét tu nhién vGi exosomes bao gém phan tor
MICA*008 dugc ghi nhan khong chi lam giam
bi€u hién cia NKG2D trén bé mat t&€ bao ma con
lam g|am hoat tinh gay d6c cla t€ bao NK, qua
dd gay ra hién tugng thoat mién dich. Gan day,
da hinh don rs1051792G/A gay ra su thay doi
Valine (Val) thanh Methionine (Met) & vi tri 129
trong mién a2 cla protein MICA da thu hiat dugc
su’ quan tam dac biét. MICA-129Val/Met khong
chi anh hudng dén mdc d6 sMICA ma con anh
hudng dén ai luc cta nd vdi thu thé NKG2D dugc
thé hién trén té bao T CD8+, t& bao yd T va té&
bao NK. Protein MICA-129Met lién két NKG2D
hoa tan vdi ai luc cao han tir 10 dén 50 lan so
vGi protein MICA-129Val [3, 4].

Cho dén nay, c6 rat it cac bang chirng chi ra
mdi lién quan gitta MICA-129Val/Met t&i su tich
IGy cua EBV trong t€ bao u vom hong (NPC). Do
dd. ching toi thuc hién nghién cltu nham muc
dich danh gia tai lugng EBV trong t€ bao khdi u
vom hong théng qua bién d6i kiéu gen cua
MICA-129. Két qua cua nghién cru gop phan lam
sang té vai tro cla MICA-129Val/Met tGi kha
nang tién trién clia ung thu’ vom hong.

Il. DOI TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Poi turgng nghién ciru. 164 mau mo
ddc nén dugc thu thap clia bénh nhan da dugc
chan doan ung thu vom hong thé khdng biét hoa
tai Bénh vién K, Ha NGi va Bénh vién Trugng bai
hoc Y Ha N&i tir thang 4/2020 dén 6/2021.
Nhirng bénh nhan thu thap dugc déu la nhiing
d6i twgng mdc ung thu vom hong nguyén phat,
chua tirng diéu tri bang bat cr phuong phap nao
trudc dé.

2.2. Phuaong phap nghlen ciru

Tdch chiét DNA. DNA tong s§ dugc tach
chiét tir mau mo ddc nén clia bénh nhan ung thu
vOm hong thé khdng biét héa sir dung kit tach
DNA tur khéi nén theo QIAamp DNA FFPE Tissue
Kit (Qiagen, 56404). Nhirng mau mo sinh thiét
nay dudc cét thanh 5 - 6 14t mong ¢ db day 5 -
10um va thu thap trong 6ng eppendoft sau do
dugc tach chiét theo khuyen cdo cla hang san
xuat.Toan bé nhitng mau DNA sau khi tach chiét
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déu dugc kiém tra ndng dd va do tinh sach bang
phuang phap do Nano-Drop va dugc bao quan &
nhiét do 4°C cho nhCrng thi nghiém tiép the~o.

Xac dinh néng dé EBV trong mau mo
ung thu bang I(y thuat Realtime-PCR. Dé
xac dinh néng do cla EBV trong mau DNA cua
mo ung thu sau khi tach chiét, nhédm nghién cru
st dung bd kit GeneProof Epstein-Barr virus
(EBV) PCR (EBV/ISEX/100) c6 ndng dd cla
chudn duong tinh ndm trong khoang 10! dén 107
(s6 ban sao/ul) véi ving gen dich khuéch dai la
EBNA1. Phan (ng Realtime-PCR dugc thuc hién
theo khuyén cdo clia nha san xudt trén may
QuantStudio3 cua hang Applied Biosystems. Chu
trinh nhiét dugc thi€ét 1ap cho phan (ng
Realtime-PCR vgi 37°C trong 2 phut; 95°C trong
10 phdt; 13p lai 45 chu ky & (95°C trong 5 giay;
60°C trong 40 gidy va 72°C trong 20 giay) va két
thic phan (ng. Két qua dudc phan tich truc ti€p
trén hé thong phan mém QuantStudio™ Design
and Analysis di kém vdi thiét bi. Nong do cua
EBV trong mau DNA tach chiét tir mau sinh thiét
mo dudc tinh toan dua vao gid tri nong do cua
DNA bang phuong phap do mat dé quang OD
( don vi la ng DNA/pl). Do kich thudc khéi u gilra
cac bénh nhén la hoan toan khéng dong nhat
nén do do g|a tri két qua néng do EBV clia mau
c6 dan vi la s6 ban sao/ug DNA.

Xédc dinh kiéu gen cua da hinh don
rs1051792G/A. P& xac dinh kiéu gen phéan
Ung Realtime PCR dugc ti€n hanh vdéi thanh
phan: 5ul Tagman Genotyping Mastermix
(Thermoscientific, 4371353), 0,5ul 20X Probe
Primers (Thermoscientific, C_27301153_10) va
4,5ul DNA khuon. Chu trinh nhiét clia phan Ung
dugc cai dat trén hé thong may Quanstudio3
(Applied Biosystems, Foster city, USA) véGi chu
trinh nhiét nhu sau: 60°C trong 30 gidy; 95°C
trong 10 phut; I3p lai 40 chu ky & (95°C trong 15
gidy va 60°C trong 1 phut ) va két thic & 60°C
trong 30 giay.

X ly s6 liéu. Kiém dinh Student t-test dé
so sanh ty |é phan b6 nong do trung binh cua
EBV gilta 3 nhdm kiéu gen va 2 nhom alen cla
rs1051792G/A. Céc kiém dinh cé y nghia théng
ké khi p<0,05. SG liéu dugc xr ly bang phan
mém Graph Prism 8.0.3.

2.3. Pao dirc nghién ciru. Nghién clru nay
da dudc chap thuan bai HOi dong Pao dic trong
nghién clu Y sinh hoc cla Trudng Pai hoc Y Ha
N6i s6 26/HMUIRB cdp ngay 01/7/2019. Bénh
nhan hoan toan tu nguyén tham gia nghién ctru
va c6 quyén ruat lui khdi nghién clru bat ctr Ii do
gi. Cac thong tin cta bénh nhan dugc bado mat.

Ill. KET QUA NGHIEN CU'U
3.1. Dac diém chung cua nhém nghién ciru
Bang 1. Mot sé diac diém cua déi tuong
nghién cau

Tudi (Trung binh £ SD) | 52,37+ 12,92
Gidi tinh
Nam 106 (64,63%)
NI 58 (35,37%)
Phan loai theo WHO
Type 111 164 (100%)
Tong sé 164

D3c diém chung cla bénh nhan tham gia
nghién cfu dugc trinh bay G Bang 1. Nghién cliu
thuc hién trén 164 mau mo sinh thiét tir bénh
nhan dugc chdn doan ung thu vom hong thé
khoéng biét hdéa (thubc type III) bang phucng
phap mé bénh hoc. Trong dd, dd tudi trung binh
cla bénh nhan la 52,37. Ti I&€ nam gidi va nir giGi
[an lugt chiém 64,63% va 35,37% trong nghién cliu.

3.2. Su phan bd thanh phan kiéu gen va
tan so allen cuia rs1051792G/A

Bdng 2. Su’ phdn bé thanh phin kiéu
gen va tan sé allen cua rs1051792G/A

Ki€u gen

AA (MICA-129Met/Met) 33 (20,12%)

GA (MICA-129Val/Met) 76 (46,34%)

GG (MICA-129Val/Val) 55 (33,54%)

Tong s6 164

Alen

A (MICA-129Met) 142 (43,29%)

G (MICA-129Val) 186 (56,71%)

Tong s6 328

Su phan b8 kiéu gen va tan s6 allen cula
rs1051792G/A dugc liét ké & Bang 2. Theo do,
ki€u gen di hgp GA chiém ti 1& cao nhét trong
quan thé (46,34%) so vdi cac ki€u gen ddng hap
AA (20,12%) va GG (33,54%). Bén canh do, tan
sO alen A va G cling dudc xac dinh, lan lugt
chiém 43,29% va 56,71% trong quan thé tham
gia nghién clu.

3.3. Mai lién quan giira da hinh don
rs1051792G/A va tai lugng EBV trong mo
nghién ciru. Két qua nghién ciu da chi ra s6
lugng ban sao cua EBV c6 xu hudng tang cao &
kiéu gen rs1051792 GA so véi 2 ki€u gen con lai
la AA va GG (Hinh 1A). Qua phén tich thong ké,
su khac biét nay la cd y nghia (p=0,01). Ngoai ra,
d6i vGi nhitng bénh nhan cé alen G, tai lugng
EBV cling dugc phat hién cao hon dang ké so vdi
alen A (Hinh 1B), va su khac biét cdé y nghia
thong ké (p= 0,04). Do do, két qua trén da ggi y
nhitng bénh nhan mang ki€u gen di hgp GA cd
xu hudng gia tang su tich Ity cia EBV trong cac
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mau md vom hong, qua d6 dan tdi nguy cd tién
trién cta khoi u vom hong.
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Hinh 1. Moi lién quan giira néng dé EBV
tich Iy trong mé ung thu' vom (s6 ban
copy/ ugDNA) voi kiéu gen (A) va kiéu alen
(B) cua rs1051792G/A gen MICA

IV. BAN LUAN

MICA la déng vai tro quan trong trong dap
{'ng mién dich bam sinh va mién dich thu dugc.
N6 lién quan dén viéc hoat hda cac té bao NK va
t& bao lympho T thdng qua thu thé NKG2D, dan
tdi sy kich hoat cac tin hiéu nham tiéu diét cac té
bao bi nhiem bénh va cac té bao ac tinh. Do do,
nhitng r6i loan trong con dudng tin hiéu diéu
khi€n bgi MICA c6 thé thic ddy nguy cd hinh
thanh ung thu va su gia tang lay nhiém cua virus
[2]. i

EBV la mét tac nhan chu yéu dan téi ung thu
vom hong. O Viét Nam, ung thu vom hong co ti
I& mac diing hang th( 9 trong cac loai ung thu
vdi ti Ié tr vong khoang 3%, theo sO liéu cua
GLOBOCAN 2020. Da hinh don gen MICA dugc
nghién clfu rdng rai trén nhitng bénh ly lién quan
dén mien dich va anh hudng cla ching t&i kha
nang tién trién bénh cling da dugc tiét 16 [2].
Trong nghién cu nay, ching t6i chdng minh
nong do EBV tdng cao trong cac mo u vom hong
c6 liéen quan dén da hinh don gen MICA
rs1051792G/A (MICA-129Val/Met).

ba hinh don gen MICA rs1051792G/A ndm
trén exon 3, dan dén thay thé& Val cho Met & vi tri

Alen Val (G)
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axit amin 129. Ti & kiéu gen cla MICA-
129Met/Met, Val/Met va Val/Val dugc phan bd
trong nghién clu nay lan lugt la 20,12%,
46,34% va 33,54%; cung véi tan s6 alen Val
chiém uu thé hon so vdi alen Met, lan lugt la
56,71% va 43,29%. Thanh phan ki€u gen va tan
sO alen cua MICA-129 dudc ghi nhan co ti 1€
phan bd da dang gitta cdc mo hinh bénh khac
nhau. Chang han, trong nghién clfu trén 552
bénh nhan Viét Nam nhiém HBV, Tong HV va
cong su (2013) da trinh bay ti l1é MICA-
129Met/Met dugc xac dinh gilta ngudi mang
mam bénh khong triéu chirng, viém gan B man
tinh, ung thu biéu mé t& bao gan, va xd gan dao
dong tur 5-17%, Met/Val tir 39-49% va Val/Val la
40-51%, theo sau bdi ti I& alen Met va Val dugc
xac dinh lan lugt trong khoang 30-37% va 62-
70%. Hay trong bénh manh ghép chong ky chu
cép tinh (GVHD cép), ti 1& ki€u gen cia MICA-
129 dugc xac dinh [an lugt 13 7% Met/Met, 47%
Met/Val va 46% Val/Val; alen Met chiém 27% va
alen Val chiém 73% [5].

Su thay ddi acid amin MICA-129Val/Met anh
hudng dén &i luc clia cac isoform tdi thu thé
NKG2D va qua trinh hoat hdéa té bao. Isoform
MICA-129Met lién két NKG2D vdi ai luc cao con
isoform MICA-129Val lién két vai ai luc yéu [4].
Ching tbi gid thiét rang bién thé MICA-
129val/Met c6 thé diéu hoda tai lugng cla EBV
trong t€ bao u vom hong. Két qua nghién clu
cho thay s lugng ban sao ctia EBV trong kiéu
gen di hgp t&r MICA-129Val/Met cao hon dang ké
so vdi kiu gen dong hgp tir MICA-129Met/Met
(p=0,01) (Hinh 1A). Mac du khong cé su khac
biét théng k& khi so sanh gitta ki€u gen Val/Met
va Val/Val, Met/Met va Val/Val nhung nbng do
EBV trung binh & trong cac mau mo cd su thay
ddi (Hinh 1A). Bén canh dd, khi so sanh ndng d6
EBV vdi alen MICA-129Val va MICA-129Met, alen
MICA-129Val cé ndng do EBV trong mo6 cao han
dang k& so vdi alen MICA-129Met (p= 0,04)
(Hinh 1B). Két qua ggi y su cd mat cua alen
MICA-129Val thic d&y su tich Illy cta EBV trong
moO u vom hong, théng qua dé anh hudng téi
qua trinh phét trién cta bénh.

Bén canh do, ti 1€ alen MICA-129Val dugc
ghi nhan cao hon trong quan thé nhém bénh.
Nghién clfu cla Hayet Douik va cOng su (2009)
trén quan thé ngudi Tunisia chi ra su’ phan bo
clia ki€u gen ddng hgp tir alen MICA-129Val phd
bién han dang k& & bénh nhan NPC so v&i nhdm
chitng (63% so véi 48%, p= 0,02; OR = 1,87;
95% CI=1,14-3,04), dan t&i nguy cd mic NPC
cao hon. Két qua tuong dong ciing dugc ghi
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nhan trong nghién cru ctia Nesrine Ouni va cong
su (2017) vGi ti I1é ki€u gen MICA-129Val/Val
chiém 53% va 37% lan lugt d6i véi nhdm ching
va nhom bénh, tang 1.88 [an nguy cc ung thu (p
= 0,002; OR = 1,88; 95% CI = 1,24-2,87).
Tuong tu, nghién cla Joanna Wielinska va céng
su' (2021) ciing cho thay ti Ié phan bd cao hon
cla alen MICA-129Val trong cac bénh nhan viém
khdp dang thdp trén quan thé ngudi Ba Lan va
Hy Lap, lan lugt la 59,5% va 64,4%, so V@i
40,5% va 35,6% cula alen MICA-129Met[6]. Do
do, bién thé MICA-129Val/Met cd tiém nang trd
thanh mét dau an sinh hoc trong viéc xac dinh
murc do rdi ro bénh tat.

Ngoai ra, MICA-129Val/Met cé thé ('ng dung
dé trd thanh muc tiéu trong viéc phét trién cac
phuong phap diéu tri bénh. Milena Iwaszko va
céng su (2020) da tim ra su lién quan gilra da
hinh nay vdi liéu phap Uc ché TNF trong diéu tri
viém khdp dang thap. Ti Ié dap Ung thudc tich
cuc gitra cac kiéu gen cia MICA-129 da dugc ghi
nhan sau 3 thang, Val/Val (37,9%), Val/Met
(49,6%), Met/Met (12,5%), va thay d8i khdng
dang k& sau 6 thang. Kiéu gen di hdp ti MICA-
129 cho thdy phan ('ng co Igi véi diéu tri bang
thuéc c ché TNF cao hon so vdi bénh nhan
mang kiéu gen ddng hgp t&r AA (Met/Met) hodc
GG (val/val) (p =0,004; OR =4,65;
95%CI = [1,49- 19,33]) [7]. Trong bénh da u
tay, ki€u gen MICA-129Val/Val c6 lién quan dén
tan suat tai phat cao sau khi diéu tri hda tri liéu,
mlc d6 sMICA tang lén cd thé dugc tim thdy
trong huyét thanh bénh nhan dudc cho la co lién
quan dén khd ning tién trién cua bénh [8].
Nhifng nghién clru nham t&i MICA-129 can dudc
trién khai trong thdi gian t8i nhdm lam sang to
anh hudng cua MICA-129 dbi véi sy tuong tac
gilta cac té bao khoi u va hé théng mien dich, tur
dé c6 thé dinh hudng phat trién cac phuang
phap tri liéu mien dich hiéu qua han.

V. KET LUAN

Nghién clfu cla chdng t6i da phan tich su
phén bd ki€u gen va tan s§ alen cta bién thé
MICA-129 trén 164 mau mo u vom hong. Két
quéa cho thay, thanh phan kiéu gen cua bién thé
An  lugt chiém 33,54% (Val/Val), 46,34%
(Val/Met) va 20,12% (Met/Met). Tan sG alen
MICA-129 cling dugdc ghi nhan véi 43,29% (alen
Met) va 56,71% (alen Val) trong mau nghién
ctiu. Pang cha y, su hién dién cha alen Val co
lién quan dang k€& dén su gia tdng néng dd EBV

trong mé u vom hong. Cac két qua nghién clu
gdi y bién thé MICA-129 ¢ tiém néng la mot dau
hiéu sinh hoc quan trong trong viéc danh gia
nguy cd bénh va cd thé trd thanh muc tiéu cla
cac phuong phap diéu tri mien dich trong tucng
lai.

VI. LO1 CAM ON
Nghién clu nay dugc tai trg bdi quy

NAFOSTED trong dé tai ma s6 108.02-2018.312.

Nhom nghién cliu tran trong cam on Trudng Dai

hoc Y Ha NGi da giup dd trong qua trinh thuc

hién nghién ctu nay.
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