TAP CHI NGHIEN ClPU Y HOC

NGHIEN c(rU BAC PIEM MOT SO BA HiNH PON NUCLEOTID
CUA GEN MUC1 VA GEN PSCA TREN BENH NHAN

UNG THU DA DAY
Ping Thi Ngoc Dung, Ta Thanh Vin va Nguyén Thi Ngoc Lan™
Bd mdén Hoéa sinh, Trirong Pai hoc Y Ha Noi

Ung thw da day (UTDD) la mét bénh ly ac tinh phé bién véi co ché bénh sinh phirc tap, duoc cho Ia lién
quan t6i nhiéu yéu té nhw nhiém Helicobacter pylori (H.pylori), ché dé &n ubng.. va yéu té di truyén. Pa hinh
don nucleotid (Single Nucleotide Polymorphism: SNP) la mét trong nhiing dang bién déi gen thuong gép trong
bé gen ngudi. Mot sé SNP thuéc MUC1 va PSCA da duoc chirng minh cé lién quan téi UTDD & mét s6 quéc
gia c6 ty 16 mdc UTDD cao nhw Nhat Ban, Han Quéc, Trung Quéc va hira hen la nhitng dau é4n méi gitp
sang loc nguy co UTDD. M6t nghién ctru bénh — chiing dwoc thuc hién trén 302 bénh nhan UTDD va 304
doi tuong khéng UTDD nhdm xéc dinh ddc diém mét s6 SNP cia MUC1 va PSCA trén bénh nhan UTDD
va xac dinh méi lién quan ctia mét s6 SNP nay véi céc yéu té nguy co UTDD. Két qud nghién ciru phét hién
duoc cac kidu gen AA clia rs4072037 va kiéu gen GG cua rs2070803 thudc gen MUCT lam tdng nguy co da
day. Cac SNP cia MUC1 hira hen la mét dau &n méi c6 thé tham gia vao sang loc phén tdng nguy co UTDD.

Tir khéa: Ung thw da day, da hinh don nucleotid, UTDD, SNP

I. DAT VAN PE

Ung thu da day (UTDD) la bénh ly &c tinh
phd bién th® ndm va ding th& 3 trong cac
nguyén nhan gay t& vong lién quan dén ung
thw trén toan thé gisi. Ty 1é mac UTDD cao nhét
(chiém t&i 2/3) dwoc ghi nhan & chau A, d&c biét
la Nam A, trong khi d6 & moét sé khu vue khac
nhw Béc My, Bac Au, Bong Phi... co ty 16 UTDD
thdp.! UTDD c6 co ché bénh sinh da yéu tb
nhw tinh trang nhiém khuan Helicobacter Pylori
(H.pylori), cac bién dbi di truyén va moi truong
(nhw ché d6 an ubng, hut thubc 14 va s dung
rwou). Cac yéu té nay két hop véi nhau hét strc
da dang va phtrc tap tao nén birc tranh UTDD
khac nhau & cac qudc gia trén thé giéi.2 Dac
diém vé co ché bénh sinh nhw vay dat ra nhirng
thach thirc cho linh viec nghién clru nham phat
hién cac dau &n phan t& hay cac bién thé di
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truyén cla vat chi cé thé 1am tang tinh nhay
cam véi UTDD. M6t sb da hinh don nucleotid
(SNP) clia nhiéu gen dwoc chirng minh |a nhay
cdm véi UTDD do ching lién quan dén cac
qua trinh tang sinh, biét hdéa hay con duwdng
tin hiéu té bao nhw gen khang nguyén té bao
gbc tuyén tién liét (Prostate Stem Cell Antigen -
PSCA), gen mucin-1 (MUCT) va phospholipase
C epsilon-1 (PLCE1) ...* Gen MUC1 ma héa
protein mang t& bao c6 vai trd hinh thanh hang
rao bao vé niém mac trén bé méat biéu mo da
day va rat can thiét trong tin hiéu ndi bao.* D&c
biét hai SNP rs2070803 va rs4072037 voi co
vai tro kiém soat vi tri quyét dinh chirc nang
clia MUC1 dwoc chi ra cé lién quan dén ung
thw da day.® Gen PSCA ma hoa glycoprotein
mang té bao va dwoc biéu hién trong biéu md
cla da day, dic biét sé& giam biéu hién trong
di san ru6t va UTDD.® Hai SNP rs2976392 va
rs2294008 thuéc gen PSCA c6 thé lam gidm
hoat dong sao chép clia gen nay va cling dwoc
chirng minh lién quan té¢i nguy co UTDD.3
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Hién nay & Viét Nam, hau nhw chwa c6 mot
nghién ctru nao tién hanh phan tich day da vé
vai trd ctia mdt s& SNP trong UTDD trong khi
nwéc ta la mot quéc gia cé ty 1&é méc UTDD rét
cao trong khu vwe. Do d6 dé tai “Nghién ctru da
hinh thai don gen MUC1 va PSCA trén bénh
nhan ung thv da day” dwoc thwc hién véi muc
tiéu: Xac dinh d&c diém ctia mot sé da hinh don
cta gen MUC1 va PSCA va nguy co cla chung
trén bénh nhan ung thw da day.

Il. DOl TVONG VA PHUONG PHAP
1. Péi twong

Nhém bénh: tt cd bénh nhan ung thw biéu
mo da day dwoc kham Iam sang, cé két qua xét
nghiém can 1am sang, chan doan hinh anh va
chan doan xac dinh bang tiéu chudn mé bénh
hoc.

Nhoém chirng: nhivng ca thé khéng méc ung
thw da day duoc xac dinh qua kham lam sang
va ndi soi da day véi két qua ndi soi da day
la binh thwérng hodc viém trot cap tinh.. Nhém
chirng dwoc lwa chon twong déng véi nhém
bénh vé tudi va gioi.

TAP CHi NGHIEN CPU Y HOC

2. Phwong phap

Thiét ké nghién ctru: bénh — chirng

C& méu: C& mau nghién clru duoc tinh toan
dwa trén phan mém OpenEpi va két qua nghién
clru cla Fang Li va cs (2012).” Trong qua trinh
nghién ctru, chung t6i lwa chon dwoc 302 bénh
nhan va 304 dbi twong khong ung thw da day
lam dbi chirng véi tiéu chuén lwa chon va loai
trir ké trén.

Thoi gian nghién ctru: Tt 1/2016 dén 8/2018

Dia diém ldy mau: Bénh vién Dai hoc Y Ha
NGi, Bénh vién K, Bénh vién Trung wong Quén
doi 108, Bénh vién Viét Pre. Dia diém phan tich
mau: Trung tdm Kiém chuan va Bam bao chét
lwong Xét nghiém — Pai hoc Y Ha Noi va Vién
c6bng nghé Kyoto, Nhat Ban bang cung phuong
phap. Mbi bénh nhan dwoc lay 2mL mau vao
éng chéng déng EDTA dé phan tich gen.

Héa chét: Hoa chét tach chiét DNA tlr mau:
Exgene™ Blood SV Kit (Gene All, Korea). Hoa
chét thyc hién phan trng PCR: Taq polymerase
Master Mix 2X (NEB); cac doan méi d&c hiéu,
enzym cat gi¢i han nhw Bang 1.

Bang 1. Trinh tw méi cta phan trng PCR

. X, Kich thwéc Enzym
Gen Trinh tw moi .
) doan DNA cat

Rs4072037- 5-AACCCAGGGGTTACTGAGGCTG-3 ‘ 332 bp AN
MUC1 5-AGTACGCTGCTGGTCATACTCAC-3’(moi ngugc)
Rs2070803 - 5-CTTAGCTGTCCGGGTGTGAAGT-3 ‘ 442 bp Taqal
MUC1 5-TGTGGTTCTAGGCAGGAGCAAC-3’ (mdbi nguwoc)
Rs2294008 - 5-TAGGCTCTGTCCTCCAGAG-3’ ‘ 545 bp Nlalll
PSCA 5-TCTGTCTACCTGCCCCCTAG-3’ (moi nguoc)
RS2976392 5-CTGGCCATCTGTCCGCAGCT-3 \ 17 bp Pyull
- PSCA 5-CAGATGGAGGAGGATGGCTGGA-3’ (moi nguwoc)

Trang thiét bi: May PCR, may dién di, may chup gel

Quy trinh nghién ctru

- Buwdc 1: Tach chiét DNA tir mau toan phan

- Buwde 2: Thue hién phan 'ng PCR véi cac cap moi dac hiéu

- Bwde 3: Thue hién phan ng cdt PCR-RFLP bang cac enzym cét dac hiéu
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- Buwdc 4: Bién di san pham sau khi cét bang cac enzym dic hiéu
- Bwde 5: Boc va phan tich két qua
3. Xtr ly s6 liéu
Sé lieu dwoc quan ly trén phan mém Epidata va x& ly badng phan mém Stata 3.0.
4. Dao dirc nghién clru
Nghién ctru nay da duoc théng qua hdi ddng dao dirc ctia Trwdng Dai hoc Y Ha Noi theo quyét

dinh s6 198/HDPDDai hocYHN ngay 21 thang 9 nam 2016.

. KET QUA
1. Pac diém chung cta déi twong nghién ctru

Bang 2. Cac dic diém cua doi twong nghién clru

Nhém chirng Nhém bénh Tong P
N =304 % N =302 % N %
Gioi
Nam 195 64,14 210 69,54 405 66,72 0.16
N 109 35,86 92 30,46 201 33,28
Tubi
<60 152 50,00 148 49,00 300 49,50 0.81
=60 152 50,00 154 51,00 306 50,50

*Cé y nghia théng ké
Bang 2 m6 ta sy phan b v& nhom tudi ciia hai nhém bénh va chirng va hai nhém gidi tinh khac
biét khdng c6 y nghia théng ké (p > 0,05). Ty I& nam gi&i (69,5%) mac bénh cao gap 2,28 |an so véi
ni gidi (30,5%).
Bang 3. Dac diém phan bd kiéu gen va alen cta cac da hinh don nucleotid

Nhém chirng Nhom bénh
N (%) N (%) 3

rs4072037 — MUC1

GG 37 12,17 43 14,24

AG 162 53,29 110 36,42 0,00
AA 105 34,54 149 49,34

rs2070803 — MUC1

AA 40 13,15 49 16,23

AG 164 53,95 115 38,08 0,00
GG 100 32,89 138 45,69
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Nhém chirng Nhém bénh
N (%) N (%) ]

Rs2294008 — PSCA

cc 144 47 4 140 46,4

cT 135 44,4 128 42,4 0,45
T 25 8,2 34 11,2

Rs2976392 — PSCA

GG 146 48,0 141 46,7

AG 134 44,1 130 43,1 0,56
AA 24 7,9 31 10,2

*Cé y nghia théng ké
Bang 3 mo6 t& sw phan bd ctia cac SNP véi s phan bd vé kiéu gen va alen clia rs4072037 va
rs2070803 c6 khac biét mot cach co y nghia théng ké. Kidu gen chiém ty 1& cao nhat & nhém bénh
la kiéu gen AA (49,4%) v&i rs4072037 va GG (45,7%) dbi véi rs2294008. Trong khi d6 sw phan bb
vé kiéu gen va alen ctia 2 SNP khac biét khong c6 y nghia thdng ké.
Bang 4. Méi lién quan giira kiéu gen va alen cta cac SNP véi UTDD

Odds Ratio P [95% Conf, Interval]

Rs4072037- MUC1

AG > GG 0,58 0,04 0,35-0,97*
AA>AG 2,09 0,00 1,48 - 2,96**
AA > AG+GG 1,85 0,00 1,33 -2,56**
Rs2070803 - MUC1

AG > AA 0,51 0,00 0,35-0,72*
GG > AG 1,97 0,00 1,39 - 2,80**
GG > AG+AA 1,71 0,00 1,23 - 2,39**
Rs2294008 - PSCA

CT>cCC 1,02 0,15 0,73-1,43
CC>TT 1,40 0,25 0,79 - 2,47
CC>CT+TT 0,96 0,80 0,69 - 1,32
Rs2976392- PSCA

AG > AA 0,75 0,34 0,42 -1,35
AA> GG 0,75 0,33 0,42 -1,34
AA>AG+GG 1,33 0,31 0,76 — 2,33

*Cé y nghia théng ké
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Bang 4 phan tich méi twong quan ctia cac
kiéu gen ctia bdn SNP véi nguy co ung thw da
day theo phwong phap tinh toan ty suét chénh
véi nguy co ung thw da day bang phwong phap
tinh toan ty suat chénh (OR) dwa trén tinh toan
céac ty lé kiéu gen, nhém kiéu gen hodc alen clia
nhém bénh so v&i nhém ching. Két qua cho
thay, déi v&i rs4072037 ngwdi cé kiéu gen AA
¢6 nguy co méc UTDD cao hon ngudi cé kiéu
gen AG voi OR = 2,09 (95%ClI: 1,48 — 2,96).
Twong tw nhw vay nguwdi cé kidu gen AA co
nguy co méc UTDD cao hon ngui cé kiéu gen
AG+GG voi OR = 1,85 (95%ClI: 1,33 — 2,56).
Con nguy co ung thw da day cla kiéu gen AG
thap hon kiéu gen GG véi OR = 0,58 (OR < 1).
Nguy co ung thw da day cta alen A tang 1,32
lan so v&i alen G trong da hinh don rs4072037.
Déi v&i rs2070803, ngudi ¢ kiéu gen GG co
nguy co méc UTDD cao hon ngudi co kiéu gen
AG v6i OR = 1,97 (95%Cl: 1,39 — 2,80). Dbi
v&i 2 SNP con lai la rs2294008 va rs2976392,
két qua chua tim thay dwoc kiéu gen lam tang
hoac gidam nguy co UTDD mét cach cé y nghia.

IV. BAN LUAN

Ty lé ung thw da day & ni thAp hon dang ké
so v&i nam gidi.8 Két qua nghién ctvu clia ching
t6i kha twong ddng véi nhiéu nghién ciru khac
trong khu vic chau A nhw Jeong (2011) — Han
Quéc 1a 2,05 va Ying YB (2012) & Trung Québc
la 2,19.7° Ty Ié ung thw da day & nam thwong
gép hon & ni¥ c6 thé 13 do nam gidi co tién st
nhiém H.pylori, an man, hat thubc, udng rwou
nhiéu hon & ni gi&i."° Estrogen — mot noi tiét
t6 sinh duc cla ni gi¢i chinh cling dwoc chirng
minh la mot yéu td bao vé, giup gidm ty 1& méac
ung thw da day." 2 Péi v&i rs4072037, sy phan
b kiéu gen trong nhém bénh cla ching toi
twong tw nhw cla cac tac gid khac nhw Hye-
Rim Song (2014), Hanze Zhang (2011) v&i kiéu
gen AA 1a kiéu gen thwéng gap nhét véi ty 1€ 1an
lwot la 79,2% and 74,2%, sau do la dén kiéu gen

AG 19,1% and 23%. "> V& méi lién quan gitra
céc kiéu gen clia rs4072037 véi nguy co UTDD,
két qua clia chung tdi twong tw nhw két qua cla
Xu (2009) cho thay kiéu gen AA tiang nguy co
UTDD so véi AG+GG 1,81 1an (p = 0,031),' hay
2,2 1an trong két qua cua Jia (2010)."® Nghién
ctru clia Palmer (2013), Song (2014) ciling cho
thay kiéu gen AG lam gidm nguy co mac UTDD
1an lwgt 0,5 va 0,78 1&n."” SNP rs4072037 ndm &
dau 5’ clia exon 2 gen MUC1 cho phép xac dinh
diém cat ndi trén exon 2. Alen G hodc A sé quyét
dinh bién thé 2 hodc 3. Sw khac nhau vé cu
tric gitra 2 bién thé nay 1a 9 acid amin & exon
2 ma chinh 9 acid amin nay lién quan t&i doan
peptid tin hiéu dau N tan cGa phan t& protein
MUC1."8 Sy khac biét trong doan peptid tin hiéu
sé dan dén sy khac biét trong chirc nang ma
héa protein gitra 2 bién thé cat ndi. Alen A lién
quan t¢i UTDD théng qua viéc gidm biéu hién
gen MUC1 & trén bé mat biéu moé da day. Viéc
gidm biéu hién nay sé& lam gidm chirc nang bao
vé cla hang rao niém mac da day do dé lam
tang tinh nhay cadm véi ung thw da day.®

Déi voi rs2070803, kiéu gen GG lam tang
nguy co UTDD so véi cac kiéu gen con lai twr
1,71-1,97 1an con kiéu gen AG lam gidm nguy
co UTDD véi OR = 0,51, 95% CI: 0,35 — 0,72.
Két qua nghién ciru ctia chung téi phu hop voi
két qua cla Fang Li cho thdy nhém ngudi mang
gen nhém (AA+AG) cé nguy co UTDD th4p hon
nhém gen GG 1a 0,46 1an.” Nhw vay kiéu gen
GG cuia rs2070803 tiém n&ng 1a mot dau &n co
thé (rng dung trong chan doan UTDD.

Dbi véi rs2294008, két qua tim kiém cac
kiéu gen nguy co UTDD cla chung t6i twong
ddng so v&i két qua nghién ciru Lu (2010) khi
nguy co UTDD cua kiéu gen CT so v&i kiéu
gen CC khac biét khéng cé y nghia théng ké.'®
Tuy nhién, so v&i mdt sé nghién clru khac thi
két qua cta ching t6i lai khéng twong déng
nhw nghién clru cia Song trén quan thé nguoi
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Han Quéc va&i 3245 bénh va 1245 chirng kiéu
gen TT ting nguy co so v&i kiéu gen CC? hay
nghién cu cia Matsuo trén ngwdi Nhat Ban:
TT lam tang nguy co ung thw da day so v&i CC
+ CT,2" nghién ctru trén quan thé nguwdi Chau
Au kiéu gen TT ciing lam tang nguy co' so V&i
kiéu gen CC la 2,02 1an.22 Con nghién ctru cla
tac gia Li tién hanh phan tich gop dua trén 20
nghién ctru trdc vé SNP rs2294008 v&i nguy
co ung thu da day ciing c6 két qué kiéu gen TT
tédng nguy co ung thw da day hon so véi kiéu
gen CC." Két qua cla chung tdi ¢ thé so sanh
mot cach dé hiéu so vai két qua tdng hop cla
Li va cs theo biéu d6 4.1 & duéi. Diéu nay ciing
cho thdy méi twong quan cta rs2294008 véi
UTDD con chwa théng nhét, thay dbi theo cac
quan thé va nghién ctru khac nhau . Twong
tw nhw vay véi rs2976392, chung téi cling chwa
tim thay kidu gen nhay cdm véi UTDD. Két qua
nay cling twong tw v&i mét sb nghién clu tuy
nhién két luan vé kiu gen nguy co ctia SNP nay
cling con nhiéu y kién chwa déng nhat °. C6 sy
khac biét nay co thé 1a do dac diém phan bb
clia cac kiéu gen ctia 2 SNP thudéc gen PSCA
& Viét Nam khac biét so voi cac quéc gia khac
nhw Trung Qubc, Han Quéc, Nhat Ban. Tuy
nhién d& khang dinh dwoc diéu nay, nghién
cru can dwoc thwe hién trén ¢ mau Ién hon.

Nhw vay rs4072037 va rs2070803 cla gen
MUC1 hra hen la nhitng ddu &n m¢i trong
sang loc danh gia nguy co ung thw da day &
ngudi Viét Nam.

V. KET LUAN

Cac kiéu gen ddng hop AA clia rs4072037 va
GG cla rs2070803 thuéc gen MUC1 lam tang
nguy co ung thw da day. Déi véi rs2294008 va
rs2976392 thudc gen PSCA chwa tim thdy cac
kiéu gen nhay cam véi nguy co UTDD.

L&i cam on

Dé tai nghién ctru cla t6i dwoc tai tro bdi

TAP CHi NGHIEN CPU Y HOC

QuY Phat trién khoa hoc va cédng nghé Quéc gia
(NAFOSTED) trong d& tai ma sb 106-YS.02-
2015.37.
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Summary
CHARACTERISTICS OF SOME SINGLE
NUCLEOTIDE POLYMORPHISMS OF MUC1 GENE AND PSCA
GENE IN GASTRIC CANCER PATIENTS

Gastric cancer (GC), which is statistically proven to be the fifth most common cancer and the third
leading cause of cancer death, is a malignant disease. The pathogenesis of GC is a complex process
involving factors such as Helicobacter pylori (H.pylori) infection, diets, lifestyles and genetics. With
regard to genetic changes, Single Nucleotide Polymorphism (SNP) is one of the common types of
genetic variants in the human genome. Nowadays, researchers in countries with high prevalence
of GC patients such as Japan, South Korea and China concentrate their investigations on SNPs of
MUC1 and PSCA. There are promising findings that these SNPs are potential markers for screening
GC risks. This is a followed case — control design study, composed of 302 patients in the case group
and 304 people in the control group. The study was conducted to characterize some SNPs of MUC1
and PSCA in GC patients and to determine the correlation with GC risks. Results suggested that
the homologous AA genotypes of rs4072037 and GG of rs2070803 belonging to the MUC1 gene
increase the risk of GC. They could be new potential markers for screening the risk of gastric cancer.
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