DOI: 10.31276/VIST.63(5).01-05 Khoa hoc Y - Duoc n——
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Tom tit:

Ung thw bu(‘)ng trieng 13 mot trong nhirng bénh 1y phu khoa éc tinh phd bién. Gen RAD51 tham gia vao qua trinh tai
to hop tuwong dong, stra chira dit gay s¢i d6i DNA, do d6 nhirng da hinh va dét bién ciia gen RADSI1 ¢6 thé lién quan
dén nguy co mac ung thu. Bang mo hinh phan tich bénh chirng, nhém tac gia da nghién ciru xem li¢u da hinh don
nucleotide rs1801321 gen RADS1 ¢6 lién quan dén nguy co ung thw buong tring ¢ phu nir Viét Nam hay khéng. 380
bénh nhan dwoc chin doan mic ung thw budng trimg va 380 ngudi phu nir khée manh di tham gia vao nghién ciru.
Cic Kiéu gen da hinh rs1801321 ciia cac ddi twong nghién ciru dwoc xac dinh bing k§ thuat PCR-RFLP (Polymerase
Chain Reaction - Restriction Fragment Length Polymorphism). T¥ 1¢ cac kiéu gen GG, GT, TT dwoc xac dinh lin
lwgt @ nhém bénh la 55,3; 29,2; 15,5% va & nhom doi chirng 1a 47,9; 41,8; 10,3%, c6 su khac biét cé y nghia théng
ké giira hai nhém véi p=0,001. Két qua nghién ciru cho thiy, da hinh don nucleotide rs1801321 gen RAD51 ¢6 lién

quan dén nguy co' mic ung thw budng trirng & phu nir Viét Nam.

Tir khéa: da hinh don nucleotide, G172T, RAD51, rs1801321, ung thu budng trirng.

Chi s6 phén loai: 3.1

Dat van de

Trong s6 cac bénh 1y 4c tinh & phu nit, ung thu budng trimg ¢6
ty 16 mic moi va tur vong cao trén toan thé gidi. Riéng & Viét Nam,
ndm 2018, s6 ca ung thu buong trimg 1a 1500, v6i 856 ca tir vong
[1]. Nguyén nhan ung thu budng trimg van con chua rd rang va
c6 nhiéu yéu tb nguy co, trong d6 yéu 6 di truyén di dugc chimg
minh la dong vai tro quan trong trong qua trinh hinh thanh ung thu
budng trimg.

Su dut gay sgi d6i DNA (double strand breaks of DNA-DSBs)
la ton thuong nguy hiém nhat ciia DNA. Néu khong dugc sira
chita, sy tich liiy cia chung 1am mat 6n dinh hé gen va dan dén
phat trién nhiéu bénh ung thu khac nhau [2]. Gen RAD51 ma hoa
protein RADS51 tham gia va dong vai tro quan trong trong qua
trinh sira chira tai to hop tuong déng (Homologous recombination
repair) nham phuc hdi nhing ton thwong DNA 3, 4]. Cac dir liéu
cho thiy, ndng do RAD51 khong tang ¢ cac t& bao binh thuong.
Raderschall va cs (2002) [5] chi ra rang nong d6 RAD51 & céc té
bao ung thu tang lién quan dén sy mat on dinh gen va qua trinh tai
t6 hop twong dong bat thudng, ¢ 18 1a ddu hiéu xut hién qua nhidu
ton thuong DNA. Sy thay doi trong tong hop RAD51 thuong bét
dau tir sy thay doi trong phién md mRNA, va da hinh thai gen co
thé anh huong sinh tong hop protein RADS1.

Pa hinh don nucleotide (SNP) rs1801321 (G172T) nam trong
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ving khong ma hoa 5°-UTR trén gen RADS51 14 vi tri diéu hoa cia
vung khdi dong phién ma, lién quan dén su biéu hién mRNA, do
d6 anh huong dén nong do va chirc ning cia protein RADS1 [6].
Nhiéu nghién ciru nhén dinh, SNP rs1801321 1a mot yéu t6 nguy
co d6i voi mot s bénh ung thu khac nhau nhu ung thu vii, ung thur
ndi mac tir cung, ung thu dai truc trang, ung thu biéu mé miéng,
vom hong va ung thu buong trimg [7-12]. Tuy nhién, cac nghién
ctru vé SNP nay chu yéu trén cac cong ddng nguoi chau Au va hién
nay chua c6 nghién ciru nao vé vai tro cia SNP rs1801321 dbi véi
ung thu budng trimg & cong dong nguoi Vist Nam. Nghién ciu
cua ching t0i nhim muc tiéu xac dinh ty 18 da hinh don nucleotide
rs1801321 gen RAD51 ¢ bénh nhan ung thu budng trimg va tim
hiéu méi lién quan ciia n6 véi nguy co méc ung thu budng trimg
O phu nir Viét Nam.

Poi tuong va phuong phap nghién ciiu
Déi tirong

Nghién cuu dugc thuc hién trén 380 bénh nhan ung thu buéng
trang di€u tri tai Béqh vién Phy san Trung wong va 380 phu nir
khoe manh, khong mac ung thu.

Nhom bénh:

Tiéu chuén luya chon: dugc chin doan xéac dinh ung thu buéng
trimg bang ket qué xét nghiém giai phau bénh, khong mac cac ung
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Abstract:

Ovarian cancer is one of the most common gynecological
malignancies. The gene RADS1 involves homologous
recombinational repair for double-strand breaks of
DNA, so its polymorphisms and mutations are associated
with cancer risk. The authors studied, by using a case-
control design, whether single nucleotide polymorphism
rs1801321 of RADS5S1 gene associated with ovarian
cancer risk among Vietnamese females. Sample sets
included 380 ovarian cancer cases and 380 healthy
controls of similar age distribution. The genotypes of
rs1801321 polymorphism were determined using the
Polymerase chain reaction-restriction fragment length
polymorphism (PCR-RFLP) technique. The distribution
of genotype GG, GT, TT was 55.3, 29.2, 15.5% for the
patients group and 47.9, 41.8, 10.3% for the control
group, respectively (p=0.001). The RAD51 rs1801321
polymorphism was associated with the risk of ovarian
cancer among Vietnamese females.

Keywords: G172T, ovarian cancer,
RADS1 gene, rs1801321.

Classification number: 3.1

polymorphism,

thu khac, va dong y tham gia nghién ctru.

Tiéu chuén loai trir: ung thu budng trimg 6 kém cac ung thu
khéc, hodc khong dong ¥ tham gia nghién ciru.

Nhom d@6i chirmg: nhitng ngudi khoe manh, c6 tién sir khong
mic ung thu budng trimg hay céc bénh ung thu khac dén kham stre
khoe hodc dén tham kham diéu tri c4c bénh lanh tinh tai Bénh vién
Phu san Trung uong. D tudi twong dong véi nhém bénh,

Thoi gian va dia diém nghién civu

Thoi gian nghién ciru tir thang 9/2017 dén thang 12/2019 tai
Trung tam Nghién ctru Gen-Protein, Truong Dai hoc Y Ha Noi.

Phuwong phap nghién ciru
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Nghién ctru bénh - chitg, ¢6 udc tinh ty sé nguy co OR voi ¢
mau dugc tinh theo cong thic:

T Up,a-p)]+ 1 p, (1= p) ]
N [In(1-£)J’

trong do: p, - ty 1¢ alen T wdc lugng cho nhom bénh, p - ty 1€ alen
T u6c lugng cho nhom chimg, o - mirc ¥ nghia thong ké, Z,-hé
56 tin cdy, & - mirc do chinh xac mong muén (chénh léch cho phep
giita ty s nguy co OR thyc ctia quan thé va OR thu dugc tir mau).
Dya vao nghién ctru cua Smolarz [12] v6i p,=0,529 va p=0,510,
e=25%, Z ,= 1,96 khi 0=0,05 (d0 tin cdy 95%), ta c6 N=373. Nén
c0 mau m01 nhom t6i thiéu 14 373 ngudi. Nghién ciru duge tién
hanh vai 380 bénh nhan va 380 phu nit thuc nhoém chung.

Quy trinh

Budc I - Lay r‘nﬁu: cac dbi twong nghién ciru duoc lay 2 ml
méu chong dong bang EDTA.

Bude 2 - Téch chiét DNA: DNA tong s duoc tach chiét tir
mau mau theo kit PROMEGA (USA). D6 tinh sach ciia mau DNA
sau tach chiét ciia ca 2 nhom dugce do ¢ ty s6 A260/A280 déu nim
trong khoang 1,80-2,00.

‘ Buée 3 - Khuéeh dai doan gen RADSI chira SNP rs1801321
bang k¥ thuat PCR st dung cdp moi dac hiéu c6 trinh ty nhu sau:

Mbi xudi: 5’-TGGGAACTGCAACTCATCTGG-3’
Mbi nguge: 5°-GCTCCGACTTCACCCCGCCGG-3

Thanh phan phan tmg PCR (thé tich 10 pl) gom: 5,0 ul GoTaq
Master mix, 2,5 pmol mdi moi xudi va nguge, 100 ng DNA va
H,0. Chu trinh nhiét phan tng: 94°C/5 phut, [94°C/30 giay,
56°C/30 gidy, 72°C/30 giay] 35 chu ky, 72°C/5 phut. San pham
PCR dugc dién di kiém tra trén gel agarose 1,5% ¢ dién thé 100 V
trong 30 phut. Két qua dién di duoc chup anh béng may UVP EC3
Imaging System P/N95-0310-12.

Budc 4 - Xac dinh da hinh don nucleotide gen RADS1 bing
ky thuét phén tich da hinh d¢ dai cit gi6i han (PCR-RFLP). Thanh
phén ciia phan tmg RFLP gom: 0,5 ul enzym NgoMIV, 1 pl buffer
Cutsmart, 1,5 pl H,O va 7 pl san phdm PCR. Hon hop phan umg
cat duge 1 6 37°C trong khoang 12 gio. San pham cat dugc dién di
trén gel agarose 3% voi dién thé 80 V trong 60 phut dé phén tich
cac bang DNA. Két qua dién di dugc chup anh bing may UVP
EC3 Imaging System P/N95-0310-12.

Phin tich s ligu

Su khéac biét vé kiéu gen va tan sb alen gifra nhom bénh va
nhém chimg ciing dugc danh gia bang kiém dinh X2 Ty s6 chénh
(OR) va khoang tin cdy (CI) 95% tuong tmg dé udc tinh moi lién
quan gilra cac kiéu gen va kha nang mic ung thu budng trimg. Céc
kiém dinh ¢6 ¥ nghia khi p<0,05. Phan mém SPSS 20.0 duoc sir
dung dé phan tich sd liéu.

Dao dirc nghién ciru

Pé tai da dugc Hoi dong dao dirc cia Truong Dai hoc Y Ha



Noi chap thuan theo Chimg nhan s6 107/HDPDDDHYHN ngay
30/5/2017. Bénh nhan hoan toan tu nguyén tham gia nghién ctru.
Céc thong tin ca nhan dugc bao mat.

£ 2
Ket qua
Didc diém chung ciia cdc doi twong tham gia nghién ciru

~ Nhimg ddc diém chung nhu tudi trung binh, phan bd cac nhom
tudi va tinh trang kinh nguyét & ca hai nhom duoc mo ta & bang 1.
Do tudi va sy phan bd nhom tudi giira nhom bénh va nhém chimg
1 twong dong (p=0,610 va 0,739). Tudi trung binh nhém bénh 1a
49,80 va tui trung binh nhom chimg 1a 49,26. O nhiing bénh nhan
ung thu budng trimg, nhém tudi méc bénh nhiéu nhét 1 tir 40 dén
59, chiém 45,5% va it nhat 1a nhom tudi <40 tudi (chiém 24,5%).
Trung binh tudi cé kinh & nhém ung thu budng trimg 1a 15,22,
twong dong véi trung binh tudi c¢o kinh ¢ nhom chimg 1a 15,01
(p=0,096). Ty 1& bénh nhan méic bénh di mén kinh chiém 56,3%,
nhiéu hon so v6i nhimg bénh nhan chwa man kinh hodc chua ¢6
kinh chiém 43,7% va ty 1é nay khong c6 su khac biét c6 y nghia
thdng ké giira hai nhom nghién ctru (p=0,423).

Béng 1. Dac diém chung ciia cac doi twong tham gia nghién ciru.

. Nhém bénh Nhém chig
bic diém
n % n %
<39 93 245 223 58,7
. 40-59 173 455 128 33,7
Tuoi
>60 114 300 29 7.6
Tudi trung binh 498 49,26
Tinh trang Chwa man kinh/chua co kinh 166 437 313 82,4
kinh nguyét Man kinh 214 56,3 67 17,6
UT biéu mé 308 81,1
Giai phiu bénh UT té bao mim 44 11,6
UT té bao dém - sinh duc 28 74
I 1 292
II 50 132
Giai doan bénh
I 181 476
v 38 10,0
UT: ung thu.

Ngoai ra, nhom nghién ciru con phan tich sy phan b ty 1¢
nhom bénh nhan dugc phan loai giai doan theo FIGO va mo bénh
hoc theo WHO (bang 1). Két qua phan loai theo giai phau bénh cho
thay, ung thu biéu mo buong trimg chiém ty 18 cao nhat 1a 81,1%.
Nhém bénh nhan duoc chén doén ¢ giai doan tién trién (1T va IV-
57,6%) chiém ty 1€ cao hon so voi nhom bénh nhan phat hién bénh
som (I va 11-42,4%).

Mé{ lién quan giiva da hinh rs1801321 va nguy co méc ung
thw buong trirng

Trong truong hop allele G, nhom nghién ctru sir dung cip moi
voi trinh ty mdi ngugc ¢ nucleotide ¢ vi tri thir 3 du 3’ 1aG (sai
khac véi nucleotide C trén trinh ty DNA khuon) dé tao thanh trinh
tu nhan biét cua enzyme NgoMVI (G|CCGGC) trong doan gen
RAD5]1 chira SNP rs1801321 dugc khuéch dai. Poan gen nay sé bi
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enzyme NgoMVI cit thanh 2 bang c6 kich thude 110 bp va 21 bp.
Trong truong h(_)p allele T, doan gen dugc khuéch dai s& khg”)ng co
triph tw nhan biét cua enzyme NgoMVI nén s€ khong bi cat. Cac
kiu gen s€ c6 san pham cat twong Ging nhu sau:
- Kiéu gen GG: san phim cét gom cac doan 110 bp, 21 bp.
- Kiéu gen TT: san pham cat gdm doan 131 bp.

- Kiéu gen GT: san phém cit g@)m cac doan 131 bp, 110 bp,
21 bp.

Hinh 1. Két qua dién di sén phim cit ciia doan gen chira SNP rs1801321
béi enzyme NgoMVI. M: Marker 100 bp; san phdm PCR cia doan gen chira
rs1801321 (1); kiéu gen GG (2-5, 7, 9, 10); kiéu gen TT (6); kiéu gen GT (8, 11).

Hinh anh dién di trén gel agarose san pham cat doan gen chira
SNP 151801321 bang enzyme NgoMVI duoc thé hién ¢ hinh 1.
Két qua dién di san phdm cta phan tmg cit enzym cho thiy ¢ tat
ca cac mau bang thu dugc ré nét, c6 kich thudc khoang 131 bp, 110
bp so trén thang DNA chuén tiy thudc timg kiéu gen. Tir két qua
trén ta thiy enzym NgoMVI di cat san pham PCR thanh céc doan
DNA c6 kich thuéc ding nhu tinh toan 1y thuyét ctia nghién ciru.

~ San phim PCR-RFPL cua céc kiéu gen GG, GT, TT dugc
kiém tra lai bﬁng phuong phap giai trinh ty gen va so sanh
voi trinh ty chuan ciia gen RADSI trén ngan hang Genebank
(NG_012120:c.-61G>T), tin hiéu giai trinh ty ctia cac kiéu gen voi
cac dinh nucleotide rd rang, khong nhiéu (hinh 2). Mau PCR cua
kiéu gen TT c6 mot dinh nucleotide T duy nhét, kiéu gen GT co
hai dinh nucleotide G va nucleotide T, kiéu gen GG ¢6 mot dinh
nucleotide G duy nhét. Nhu vdy, két qua giai trinh tyr thu dugc la
trung khép véi két qua xac dinh kiéu gen bang phuong phap PCR-
RFLP.

Hinh 2. Két qua giai trinh ty sin ph4m PCR doan gen RAD51 chira da hinh
don nucleotide rs1801321 ciia cac bénh nhin mang kiéu gen GG, GT, TT.

Alen T chiém ty 1¢ thdp lan luot & nhém bénh 1a 30,1% va
nhom dbi chimg 13 31,2%. Ty 1¢ cac kiéu gen GG, GT, TT lan luot
& nhém bénh 1a 55,3, 29,2, 15,5% va & nhom doi chimg 1a 47,9,
41,8, 10,3%. Khong c¢6 su khac biét c6 y nghia théng ké trong
sy phan b ty 16 alen giita nhom bénh va nhom ddi chimg voi
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p<0,656, tuy nhién c6 khac biét ¢ ¥ nghia thong ké giita céc kiéu
gen hai nhom nghién ctru v6i p=0,001 (bang 2).

Bing 2. Mi lién quan giira da hinh rs1801321 v6i nguy co ung thu budng

trirng.
) Nhoém bénh ~ Nhém chimg
Kicu gen/allele 95%CI P
n % n %
) G 531699 523 688 1,000

Kicu allele 0,656
T 29 30,01 237 312 0952 0,765-1,184
GG 200 553 182 479

Kiéu gen GT 1292 159 418 0,001
T 59 155 39 103
GG 200 781 182 824 1,000

TTva GG 0,238
T 59 219 39 176 1311 0836-2057
GG 210 654 182 534 1,000

GGvaGT 0,002
GT 11 346 159 466 0,605  0,442-0.828
T 59 347 39 197 1,000

GTvaTT 0,001
GT 1653 159 803 0461 0,288-0,739
GT+GG 321 845 341 897 1,000

TT va GT+GG 0,030
T 59 155 39 103 1,607 1,043-2,476
GG 2100 553 182 479 1,000

GG va TT+GT 0,042
TI+GT 170 447 198 521 0,744 0,559-0,990

Nghién ciru tiép tuc tién hanh so sanh kha nang mac bénh cta
cac kiéu gen chira alen T véi cac kiéu gen khac theo cap mo6 hinh di
truyén khac. Ddi voi md hinh so sanh dong hop (TT véi GG) cho két
qua khong khac biét vé sy phan b ciia hai kiéu gen gitra hai nhom
bénh va chung véi p=0,238, OR=1,311 (CI 95% [0,836-2,057]).
Trong khi hai m hinh so sanh di hop cho két qua c6 sy khac biét
co ¥ nghia thng ké, vai p<0,05 va OR véi khoang tin cdy 95%
khong chira gi4 tri 1, trong phan b hai kiéu gen GG va GT giita
hai nhém bénh va chirng véi p=0,002, OR=0,605 (CI 95% [0,442-
0,828]), va trong phan bd hai kiéu gen TT va GT giita hai nhom
bénh va chung véi p=0,001, OR=0,461 (CI 95% [0,288-0,739]).

Khi so sanh m6 hinh di truyén lan, nhém kiéu gen TT véi
nhom két hop kiéu gen GG va GT cho thay su khéc biét ¢6 ¥ nghia
thong ké giita hai nhom nghién ctru véi p=0,030, OR=1,607 (CI
95% [1,043-2,476]. Va so sanh m6 hinh di truyén trdi, nhom kiéu
gen chira alen T (GT va TT) v6i nhom kiéu gen GG, ¢6 su khic
biét c6 y nghia thong ké gitta hai nhom nghién ctru véi p=0,042,
OR=0,744 (CI 95% [0,559-0,990]).

Mai lién quan giiva da hinh rs1801321 véi giai doan bénh va
mé bénh hoc

So sanh sy phan b kiéu gen trong cac nhom chia theo giai
doan bénh ciia FIGO khéng c6 sy khéc biét mang ¥ nghia thong
ké (p=0,979) (bang 3). Tuong tu, khi so sanh sy phan b6 kidu gen
trong cac nhom chia theo type mo bénh hoc (ung thu biéu mé, ung
thu té bio mam va ung thu té bao mo dém - sinh duc) ciing khong
khéc biét ¢6 ¥ nghia thong ké (p=0,701) (bang 3).
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Bang 3. Méi lién quan da hinh rs1801321 véi giai doan bénh va md bénh hoc.

GG GT TT
n % n % n % P
Giai doan ung thu
Giai doan [ 62 29,5 31 279 18 30,5
Giai doan 11 26 124 15 135 9 15,3 0.979
Giai doan IIT 101 48,1 55 49,5 25 424
Giai doan IV 21 10,0 10 9,0 7 11,9
Mo bénh hoc
UT biéu mo 170 81,0 88 793 50 84,7
UT t bao mam 27 129 13 11,7 7 119 0.701

UT moé dém-sinh duc 13 6,2 10 90 2 3,4

Trong nghién ciru nay, d tudi hay gip nhat clia ung thu budng
trimg 1a 40-59. Nhom tudi >60 6 ty 1¢ cao hon nhém tudi <39. Sy
phan bd vé nhom tudi ndy ciing twong dong voi két qua cua mot
s nghién ctru khac tai Viét Nam [13]. V& tinh trang kinh nguyét
cua nhom bénh nhan tham gia nghién ctru, ty 1¢ bénh nhéan ung thu
buf)ng trimg trong nhom chua man kinh hodc chua cé kinh 12 43,7%,
thdp hon nhom da man kinh (56, 3%). Tuong dong v0i cac nhan dinh
cua céc tac gia khac 1a ung thu budng trimg da phan xuét hién & cac
bénh nhan cao tudi di man kinh [14]. Két qua giai phdu bénh ung
thu biéu md budng trimg chiém ty 1¢ cao nhat, va nhom bénh nhan
duoc chan doan ¢ giai doan tién trién (11 va IV) cao hon nhém bénh
nhan phat hién bénh som (I va II) 1a khong khéc biét so vdi nhan
dinh cla cac nghién cuu trude day [15].

Ty 18 alen T chiém thép hon so véi alen G ¢ trong ca hai nhom
nghién ctru va sy phén b ty 1¢ alen gitra hai nhom khong c6 su khac
biét co ¥ nghia thong ké. Theo cong b Dir liéu céc bién thé di truyen
nguoi Viét Nam trén trang genomes.vn, nghién ctru trén 206 nguoi
Kinh khong c6 quan hé huyét thong thi ty 1& alen T 13 13,63% [16].
Tuy nhién, ty 1¢ phan b6 3 kiéu gen giita hai nhom nghién ctru lai co
s khac biét co ¥ nghia thong ké (p=0,001). Diéu nay cho thiy ¢
mo1 lién quan gitra da hinh don nucleotide rs1801321 vdi nguy co
mic ung thu budng trimg. Phan tich sau hon cc dir lidu dé so sanh
kha ning méc bénh cta cac kiéu gen chira alen T va céc kiéu gen con
lai, chiing t6i ciing ghi nhan duogc sw khac biét co ¥ nghia thong ké
trong hai nhom nghién ctru khi so sanh kiéu gen di hop GT véi cac
kiéu gen dong hop GG va TT lan lugt vai OR=0,605, CI95% [0,442-
0,328] (p=0,002) va OR=0,461, CI 95% [0,288-0,739] (p=0,001).
Nghién ciru cho thdy kiéu gen di hop GT lai mang nguy co méc
ung thu budng trimg thip hon hai kiéu gen dong hop 13 GG va TT.

Khi so sanh nhom hai kiéu gen GG va GT voi nhom kiéu gen TT,
voi OR=1,607 (CI 95% [1,043-2,476]) (p:0,030) va so sanh nhom
kiéu gen GG v6inhom hai kiéu gen TTva GT, v6i OR=0,744 (C195%
[0,559-0,990]) (p=0,042) cho thay nhom cac cdp gen chua kiéu gen
GT déu c6 nguy co méc ung thu buong trimg thip hon kiéu gen con lai.

Nhiéu nghién ctru khac trén thé gidi duoc thuc hién va da cong
b6 nham muc dich lam sang t6 vai tro cta da hinh rs1801321 gen
RADSI trong nguy co ung thu buong trimg, nhung két qua con gay
tranh céi, phu thudc vao thiét ké, phuong phap nghién ctru, va quan



thé ngudi duoc nghién ciru. Trong nghién clru ciia Smolarz va cs
(2013) [12] trén phu nitr Ba Lan vdi 210 bénh nhan ung thu buéng
trimg va 210 d6i chimg, miu nghién ciru 1a mo budng trimg (co va
khong c6 té bao ung thu), két qua cho thay khong cé sw khac biét trong
phan b céc alen (p=0,631) ciing nhu kiéu gen (p=0,689) giira hai
nhom nghién ctru, ho nhan dinh SNP rs1801321 gen RADS1 khong
lién quan dén nguy co ung thu budng trimg & phy nit Ba Lan. Nghién
ctru ctia Auranen va cs (2003) [17] phan tich tong hop 4 nghién ctru
16n trén 1644 bénh nhan ung thu budng trimg va 2602 dbi chimg cho
két qué alen T chiém ty 1¢ 42% & ca nhom bénh va nhém chimg, va
khong c6 su khac biét ¢6 ¥ nghia thong ké trong su phan bé céc kiéu
gen & hai nhom nghién ctru (p=0,39). Nghién ciru nay chua tim thiy
moi lién quan gitta da hinh 1801321 v6i nguy co mic ung thu budng
trimg. Quaye va cs (2009) [18] tong hop tir 3 nghién ctru bénh ching
16n & Anh, My va Dan Mach v6i c& mau gdm 1412 bénh nhan ung
thu budng tring va 1986 dbi chimg da két luan ring, khong co mdi
lién quan gilta da hinh rs1801321 gen RADS1 véi nguy co mic ung
thu buéng trimg (p=0,053). Nghién ciru ciia Wang va cs (2001) [19]
trén nhitng ngudi mang dot bién BRCA1/2 ciing chi ra SNP 172G>T
gen RADS51 khong lién quan dén nguy co mic ung thu budng trimg.

Ngoai ra, mdi lién quan gitta rs1801321 v6i mot s6 bénh ung thu
khéc ciing dugc nghién ciru va thu dugc nhimg két qua khac nhau.
Nghién ctru cua Tulbah va cs (2016) [7] cho thdy da hinh 172G>T
cia gen RADS1 ¢4 lién quan dén nguy co méc ung thu va ¢ phy nir
A Rép, alen T ¢ anh huong bao vé khoi nguy co mac ung thu va
cao v6i OR=0,126 (CI 95%=0,080-0,199), p<0,001. Két qua nghién
ctru ciia nhom Romanowicz-Makowska v cs (2012) [9] chi ra rang
khong c6 moi lién quan giira rs1801321 véi ung thu dai tryc tring ¢
bénh nhan nguoi Ba Lan. Tuy nhién, mét nghién ciru cua Petrovic-
Sunderic va cs (2018) [10] lai ching minh dwoc méi lién quan c6
y nghia giira 151801321 véi ung thu dai tryc trang ¢ nguoi Serbia.
Santos va cs (2019) [11] di chimg minh rs1801321 két hop véi céc
chit gay ung thu tr moi truong (rugu, thube 14) ¢6 lién quan dén sy
tién trién cua ung thu biéu mo miéng va vom hong. Mot nghién ctru
cua Michalska va cs (2014) [8] cling trén cong df‘)ng phu nit Ba Lan
v6i 630 bénh nhan ung thu ndi mac tir cung va 630 d6i chimg ciing
cho két luan rs1801321 gen RADS1 khong lién quan véi nguy co ung
thu ndi mac tir cung vi khong co sw khac biét ¢ y nghia thong ké
trong sw phan bd cac alen (p=0,359) v cac kiéu gen (p=0,392) gitta
cac nhoém nghién cuu.

Phan tich vai tro cac alen va kiéu gen da hinh don nucleotide
1s1801321 ddi véi giai doan bénh theo FIGO va type mo bénh hoc
ung thu budng trimg nhan thay, khong c6 sy lién quan giita da hinh
don nucleotide rs1801321 vdi giai doan bénh va type mo bénh hoc
ctia ung thu budng trimg. Két qua nay ciing twong dong véi nghién
cuu cua Smolarz va cs (2013) [12].

Két luan

Trong nghién ctru cta chung toi hién tai tim thiy mi lién quan
gitta da hinh don nucleotide rs1801321 gen RAD51 va nguy co méc
ung thu budng trimg & nguoi Viét Nam, cu thé kiéu gen GT c6 kha
ndng lam gidm nguy co méc thu budng trimg. Két qua xét nghiém
da hinh don nucleotide rs1801321 gen RAD51 gbp phan vao danh
gia kha nang mic ung thu budng trimg ¢ phu nit Viét Nam. Tir 4o

TAP CHI

HOA HOC
ONG NGHE I} Nam 63(5) 5.2021

Khoa hoc Y - Duoc n——

c6 nhig bién phap tam soét, du phong hop 1y nhim chan doan,
phat hién kip thoi ung thu budng trimg & giai doan som dé diéu tri
hiéu qua va it ton kém hon. Ngoai da hinh rs1801321 gen RADS51
con nhidu yéu t6 nguy co di truyén va khong di truyén anh huong
dén nguy co méc ung thu budng trimg. Két qua nay dong gop vao
co s6 dir liéu cho nhitng nghién ciru phan tich 16n hon va da yéu
to dé danh gia chinh x4c hon nguy co mac ung thu budng trimg.

L01 CAM ON

Nghién ciru dugce thyc hién véi sw hé trg kinh phi ciia Bo Y té
thong qua dé tai: “Nghién ctru xdy dung quy trinh xdc dinh dot bién
va da hinh thai don nucleotide trén mot s6 gen lién quan dén ung
thw vii va ung thu budng trimg”. Nhém nghién cru trén trong cam
on Bénh vién Phy san Trung wong, Trung tdm Nghién ciru Gen-
Protein, Truong Pai hoc Y Ha Noi.
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