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BAI BAO NGHIEN CU'U GOC

Nghién ctru xac dinh da hinh don Nucleotide RS2596542 ciia gen mica &
bénh nhan ung thw vom hong
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Muc tiéu: MICA duoc biét dén 1a mot khang nguyén thudng duogc biéu hién trén cac khdi u thé ran trong
d6 c6 khdi u gan. MICA c¢6 mirc d6 biéu hién thip & cac té bao binh thudng nhung ting cao ¢ cac té bao
bénh Iy/ung thu. Nghién ciru voi muc tiéu 1a xac dinh méi lién quan cia SNP RS2596542 vé6i nguy co
mic ung thu vom hong (Nasopharyngeal cancer - NPC) dd chtng minh duoc da hinh don nucleotide
(SNPs) RS2596542 cua gen MICA lam thay ddi nguy co mic NPC.

Phwong phép nghién ciru: Nghién ctru bénh ching, chon miu thuan tién véi 144 mau sinh thiét duoc
chan doan NPC va 135 mau méu ctia ngudi khoe manh duoc thu thap.

Két qua: Kiéu gen va alen cia RS2596542 MICA duoc xac dinh boi ky thuat Realtime PCR. Ty 1&
kiéu gen cua MICA tai RS2596542 trén bénh nhan NPC lan luot 1a: 34,72% CC; 44,44% CT; 20,84%
TT. Kiéu gen TT va alen T ciia nhom bénh cao hon c6 y nghia thong ké so v&i nhom chimg véi lan luot
(p=0,01%*; OR=2,47; 95%CI: 1,22-4,97) va (p=0,01*; OR=1,51; 95%CI: 1,07-2,13).

Két luan: Alen T ciia RS2596542 trén gen MICA 1am ting déng ké nguy co mac NPC va c6 thé duoc sir
dung nhu mot dau an sinh hoc d€ sang loc NPC ¢ Viét Nam.

\Tir khoa: MICA, RS2596542, Ung thu vom hong, NPC, Da hinh gen, SNPs, Realtime PCR )

DAT VAN PE MICA (MHC class I polypeptide—related

sequence A) 1a mdt khang nguyén thuong dugc

Ung thu vom hong (Nasopharyngeal cancer -
NPC) 14 loai ung thu ac tinh véi sy xam lan
tai chd, di can sém va co tinh chét dia 1y (1,2).
NPC gip pho bién & khu vire Nam Trung Qudc,
Pong Nam A, Bic Cuc va Trung Pong (2).
Nam 2018 trén thé gidi c¢6 khoang 129.079
truong hop méi méic va 72.897 truong hop tir
vong do NPC. Viét Nam nam trong nhoém cac
nude co ti 16 mic NPC cao, thong ké nam 2018
cho thdy c6 6.212 truong hop méc mai, 4.232
truong hop tr vong do NPC (3).

Z) ' Truong Dai hoc Y Ha Ngi
2Truong Pai hoc Y Té cong cong
’Bénh vién K, Ha Nji
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biéu hién trong khdi u biéu mo, dic biét 1a biéu
mo dudng tiéu hoa. Mot thy thé cho MICA
dd duoc phat hién trén hau hét cac té bao yoT,
CD8+, té bao op T va té bao diét tu nhién NK 1a
NKG2D (Natural killer group 2 D receptor). O
cac té bao binh thuong, MICA c6 muc d6 biéu
hién thap nhung trong cac té bao bénh ly/ung
thu mirc d6 biéu hién ting cao (4-7).

Gen MICA 1a mét gen da hinh, vdi hon 100 alen va
87 bién thé protein dugc xac dinh & nguoi (8). MICA
RS2596542 1a bién thé SNPs thay thé C—T & ving
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5> promoter ctia MICA v ¢6 anh huong dén biéu
hién ctia protein MICA trén bé mit té bao (9). Nhiéu
nghién ctru da chi ra ring SNPs RS2596542 c6 lién
quan cht ché vé6i ung thu biéu mé té bao gan (HCC)
nhung chura ¢6 nghién ciru nao vé méi lién quan gitra
SNPs v6i -NPC cé trén thé gi6i va Viét Nam (9-11).

Do d6 nghién ciu nay dugc thyc hién véi
muc tiéu: Xac dinh mdi lién quan cua SNP
RS2596542 trén gen MICA ddi voi nguy co
mic ung thu vom hong tai Viét Nam.

PHUONG PHAP NGHIEN CUU

Thiét ké nghién ctru: Nghién ciru bénh ching,
chon mau thuan tién.

Thoi gian va dia diém nghién ciru: Nghién
ctru thyce hién tur thang 02/2020 - 03/2021 tai
Khoa K¥ thuat Y hoc va Trung tdm nghién ctru
Gen-Protein, truong Pai hoc Y Ha Noi.

C& miu va chon miu

Nhoém chimg 13 135 mau méau ngoai vi ctia nhitng
ngudi khoe manh binh thuong, khong cé tién sir b
bénh NPC, khong tiém 4n nguy co cdc bénh man
tinh hodc bénh ac tinh, chon ghép cap xép xi tudi
(% 5 tudi, cing gidi) so véi nhom bénh va duge thu
thap ngau nhién tir bénh vién trudng Pai hoc Y Ha
N¢i. Nhém bénh 1 144 miu md sinh thiét ctia bénh
nhan NPC chua duoc tién hanh phac dd diéu trj va
duoc chan doan xac dinh bang xét nghiém mo bénh
hoc tai Trung tAm giai phau bénh va sinh hoc phan
tir, bénh vién K co s Tan Triu.

Phwong phap thu thép so liéu

+ Thu thap 2ml méu ngoai vi tir 135 nguoi khoe
manh vao 6ng chong dong EDTA. 144 miu md
sinh thiét NPC duogc chan doan xac dinh bang xét
nghiém moé bénh hoc tai Trung tim giai phau bénh
va sinh hoc phan tir, bénh vién K co s¢ Tan Triéu,
duoc cat thanh nhitng manh c6 kich thudc 3-5 pm,
14y 8-10 manh cét bao quan trong dng eppendorf dé
tién hanh tach chiét DNA.

+ Ki thuét tach chiét DNA: DNA téng s6 duoc tach
chiét tir cac mau mo theo QlAamp DNA FFPE
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Tissue Kit (Qiagen, 56404), tir cic mau méau toan
phéan theo QIAamp DNA Blood Mini Kit (Qiagen,
Cat No.51104). Nong d6 va do tinh sach cia DNA
duoc x4c dinh bang may Nano-Drop, nhiing mau
DNA ¢6 gid tri A, . ndm trong khoang 1,8 — 2,0
thi dam bao d6 tinh sach cia DNA.

+ K¥ thuat Realtime PCR dé xac dinh kiéu gen:
Toan bd mau DNA thu thap duoc trong nghién ciru
déu duoc pha loang dén nong do khoang 20 ng/pl.
Thanh phan phan g Realtime PCR (thé tich 10
ul) bao gom: 5 ul Tagman Genotyping Master Mix
(Thermoscientific, 4371353), 0.5 pl 20x Probe
primeRS (Thermoscientific, C 27301153 10) va
4.5 ul DNA da pha loang. Sau d6 thuc hién phan
mg Realtime PCR trén hé¢ théng QuantStudio 3
(Applied Biosystems, Foster city, USA) véi chu
trinh nhiét: 60°C trong 30 giay; 95°C trong 10 phut;
(95°C: 15 giay va 60°C: 1 phut) trong 40 chu ki; va
két thiic & 60°C trong 30 gidy.

Phwong phap xir 1y s6 li¢u

St dung phﬁn mém théng ké IBM SPSS
Statistics, tinh toan ti suat chénh OR, 95% CI,
su khac biét c6 ¥ nghia thong ké khi p < 0,05.

Dao dirc nghién ciru

Nghién ciru nay di duoc chap thuan boi Hoi dong
Dao dtic trong nghién ctru Y sinh hoc cua Truong
Dai hoc Y Ha Noi v6i ma s6 26/HMUIRB. Bénh
nhan hoan toan ty nguyén tham gia nghién ctru.
Cac thong tin ¢4 nhan dugc dam bao bi mat.

KET QUA NGHIEN CUU

Pac diém chung cia doi twgng nghién ciru

D¢ tién hanh lya chon ddi twong phut hop, nghién
ctru duge thuc hién trén 2 nhom do6i tuong: nhom
chimg bao gom 135 mau mau tir ngudi khoe manh
(86 nam - 49 ni), khong co tién sir bi bénh NPC,
khong tiém an nguy co cac bénh man tinh hodc
bénh 4c tinh va nhom bénh bao gom 144 miu md
sinh thiét tir bénh nhan dugc chan dodn mac NPC
(99 nam — 45 nir) bang phuong phép chian doan
mo bénh hoc. Nhém bénh, nhom chimng dugce chon
ghép cap sap xi tudi (= 5 tudi) va cing gioi.
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Bang 1. Pic diém chung ciia di twong nghién ciru

Nhom bénh Nhom chirng
(n=144) (n=135) P
n % n %
Gidi tinh
Nam 99 67,75 86 63,7
p>0,05
Nir 45 32,25 49 36,3
, Trung binh SD Trung binh SD
Tuoi trung binh
53,28 12,87 51,73 12,85 p>0,05

Bang 1 mo ta cac dic diém chung ciia 2 nhom
d6i twong nghién ciru: do tudi tham gia nghién
ctru trung binh ctia nhom bénh 1a 53,28 tudi,
nhém ching 1a 51,73, ty 1¢ gidi tinh nam —
nt cia nhom bénh va nhom ching lan luot
la 67,75-32,25; 63,7 -36,3, p>0,05. Nhu vay
khong co su khac biét vé gidi tinh va tudi trung
binh giita nhém bénh va nhém ddi chimng.

Mobi lién quan giira RS2596542 véi nguy co
gay ung thw vom hong

Sau khi tién hanh k¥ thuit Realtime PCR nham
xac dinh mdi lién quan cia SNP RS2596542
trén gen MICA dbi v&i nguy co méic ung thu
vom hong tai Viét Nam. Két qua phan tich kiéu
gen MICA tai vi tri RS2596542 bang phuong
phap Realtime PCR thu duoc cy thé nhu sau

Bang 2. Pic diém kiéu gen va alen ciia MICA tai SNPs RS2596542

Nhom bénh Nhém ching OR
(n=144) (n=135) p (95%CI)
n % n %
Kiéu gen
CcC 50 34,72 58 42,96 ns
CT 64 44,44 64 47,41 ns
2,47
TT 30 20,84 13 9,23 0,01* (1,22’_4,97)
Alen
C 164 56,94 180 66,67 0,01% 1,51
T 124 43,06 90 33,33 (1,07-2,13)

ns: khong cé y nghia théng ké

Bang 2 miéu ta ty 1é phan b kiéu gen va alen
cua MICA RS2596542 gitta nhém bénh va
nhém ching. Ty 1é phan b kiéu gen ctia MICA
RS2596542 trén bénh nhan NPC lan luot la
34,72% CC; 44,44% CT, 20,84%TT trong khi
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d6 trén nhom ching 14 42,96% CC; 47,41% CT;
9,23%TT. Kiéu gen TT va T ciia nhom bénh cao
hon ¢6 ¥ nghia théng ké so v&i nhom chimg 1an
luot (p=0,01*; OR=2,47; 95%CI: 1,22-4,97) va
(p=0,01*; OR=1,51; 95%CI: 1,07-2,13).
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BAN LUAN

Nam 2018, theo Global cancer statistics, NPC la
loai ung thu phd bién thtr 24 trén toan thé gidi (3).
Cho dén nay, nguyén nhan gy ra NPC duoc biét
dén 1a do su két hop cua nhiéu yéu t5, bao gdm ca
yéu td moi truong, virus va cac bién doi di truyén tuy
nhién nguyén nhan chinh xac lai khong thuc sy 16
rang (2,5,12). Trén thé gii da co nhiéu nghién ctru
duoc tién hanh nhdm xac dinh méi lién quan gita
cac da hinh don SNPs voi NPC. Cac két qua thu
duoc cho thay cac SNPs: miR-146a (RS2910164,
C> G), HCGY9 (RS3869062, A> G), HCGY
(RS16896923, T> C), MMP2 (RS243865, C> T),
GABI (RS2076483, T> C) va TP53 (RS1042522,
C> G) thi ¢6 lién quan dén viéc giam nguy co méic
NPC, trong khi cac SNPs: GSTM1 (+ / DEL),
IL-10 (RS1800896, A> G), MDM2 (RS2279744,
T> G), MDS1-EVI1 (RS6774494, G> A), XPC
(RS2228000, C>T), HLA-F (RS3129055, T> C),
SPLUNCI (RS2752903, T> C; va RS750064, A>
G) RS29232, G> A) thi ¢6 lién quan dén viéc ting
nguy co méac NPC (13).

MICA 1a 1 gen da hinh c6 kich thudc 4,7 kb, c6 dén
hon 100 alen va 87 bién thé protein duoc xac dinh
& nguoi (8). Pa hinh don RS2596542 C/T nam trén
ving dau 5’ promoter, khong nam trén viing gen ma
hoa nén khong lam thay ddi ciu trac MICA tuy nhién
16 ¢o vai tro trong viéc thuc day biéu hién cua gen
MICA (9). Pi c6 nhiéu nghién ctru chi ra méi lién
quan gitta RS2596542 (C—T) trong HCC do virus
ma it thiy cac nghién ctru lién quan dén cac bénh Iy
ac tinh khac (9). Trén bénh nhan HCC, mét phén tich
tong hop ndm 2019 dira vao ba co sé dir liéu cong
bd khoa hoc dién tir (MEDLINE, Web of Science
va Embase) da chi ra alen MICA RS2596542C
¢6 lién quan dang ké dén viéc giam nguy co HCC
dua trén d§ twong phan cua alen (P < 0,001, OR =
0,76, 95% CI = 0,69-0,83), so sanh déng hop tir
(P < 0,001, OR = 0,57, 95% CI = 0,48-0,69) va
md hinh di truyén lan (P < 0,001, OR = 0,77, 95%
CI = 0,65-0,91) trong khi bénh nhan mang kiéu
gen MICA RS2596542TT c¢6 nguy co mic HCC
cao hon dang ké so voi nhimg nguoi co CT hodc
CC kiéu gen (TT so voi CT + CC, P < 0,001, OR
= 1,57, 95% CI = 1,36-1,81) (11). Trong nghién
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clru nay, su lién quan ciia SNPs RS2596542 (C—T)
trong gen MICA va nguy co mac NPC ciing cho ra
duoc két qua twong tu. Ty 1¢ kiéu gen cia MICA
tai RS2596542 trén bénh nhan NPC lan luot 1a:
34,72% CC; 44,44% CT; 20,84% TT. Kiéu gen TT
va T ciia nhém bénh cao hon c6 ¥ nghia thong ké so
v61 nhom chung (p=0,01*; OR=2,47; 95%CI: 1,22-
4,97) va (p=0,01*; OR=1,51; 95%CI: 1,07-2,13).
Két qua nay cho thiy giéng nhu trong bénh HCC,
alen C ctia MICA RS2596542 lam giam nguy co
NPC. Alen T ctia cia MICA RS2596542 lam tang
nguy co mic NPC. Pay la nghién ctu dau tién &
Viét Nam di chimg minh dugc mbi lién quan di
truyén gitta MICA RS2596524 véi NPC, x4c nhan
gia thiét ban dau ctia nhom nghién ctru ching t6i 14
nhiing ca thé mang kiéu gen khac nhau (CC, CT hay
TT) & vi tri da hinh don nucleotide RS2596542 cua
gen MICA s& c6 nguy co mac NPC khac nhau. Tuy
nhién nghién ctru méi budce dau danh gia méi lién
quan giita SNP RS2596542 va NPC, van rét can cic
nghién ciru v6i s6 lugng mau 16n hon dé danh gia
duoc ty 1¢ kiéu gen va alen ¢ giai doan sém (III) va
giai doan muon (I, IV) nham xéc dinh chinh xac
muc d6 anh huong cia SNP RS2596542 véi NPC.

KET LUAN

Nghién ctru di chi ra méi lién quan giita alen T tai
SNP RS2596542 cua gen MICA trong viéc lam
tang nguy co mic NPC. Két qua cho thdy rang
SNP nay co thé duoc str dung nhu mét déu 4n sinh
hoc tiém nang dé sang loc NPC ¢ Viét Nam.

Loi cam on: Nghién ciru nay duoc tai trg boi
quy NAFOSTED véi mi s6 108.02-2018.312.
Nhom nghién ctru tran trong cam on: Bénh vién
K co s¢ Tan Triéu va Truong Dai hoc Y Ha Noi
da gitp do trong sudt qua thuc hién nghién ciru.
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Assessment of single nucleotide polymorphism RS2596542 of MICA
gene among nasopharyngeal cancer patients

Nguyen Phuong Thoa"?,Vu Hai Linh"3, Nguyen Van Chu'>, Nguyen Huu Quoc', Nguyen Kim
Dong', Luong Viet Hung’ , Nguyen Thi Tinh', Nguyen Hoang Viet'

'Hanoi Medical University

’Hanoi University of Public Health

SNational Cancer hospital, Ha Noi

MICA is an antigen that is commonly expressed on cell surface of tumoRS. MICA had a low
expression level in normal cells but increased in pathological/cancer cells. The goal of the study was
to determine the association of SNP RS2596542 with the risk of nasopharyngeal cancer (NPC). 144
biopsy samples diagnosed with NPC and 135 blood samples from healthy people were collected.
Genotypes and alleles of RS2596542 MICA were determined by Realtime PCR genotyping. The
genotype rate of MICA at RS2596542 in patients with NPC was 34.72% CC; 44.44% CT and
20.84% TT. The genotype of TT and T allele in the disease group was significantly higher than the
control group (p=0.01%*; OR=2.47; 95%CI: 1.22-4.97) and (p=0.01*; OR=1.51; 95%CI: 1.07-2.13).
The T-allele at SNP RS2596542 of the MICA gene increases the risk of NPC and suggests that this
could be used as a biomarker for NPC screening in Viet Nam.

Keywords: MICA, RS2596542, nasopharyngeal cancer, NPC, Single Nucleotide Polymorphism,
SNPs, Realtime PCR
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