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Tom tat: Gen CYP19A1 ma hda enzyme aromatase P450 tham gia vao con dwdng sinh téng hop
hormone gigi tinh estrogen va androgen. Su da hinh vé trinh ty nucleotide cua gen nay, trong d6
¢6 da hinh don nucleotide (SNP) dugc cho 1a ¢o lién quan dén sy thay d6i hoat tinh cua enzyme,
dan dén thay d6i nong do hormone estrogen va androgen c6 thé lam ting nguy co mic ung thu vi.
Trong nghién ciru ndy, 60 mau mau cua bénh nhan nit mic ung thu va va 50 mau mau di ching
duogc sir dung dé xac dinh ti 18 kicu gen tai hai locus SNP rs10046 C>T va rs2236722 Trp39Arg
(T>C) trén gen CYP19A1 bing phuong phap PCR-RFLP va PCR-CTPP va xéac dinh méi lién quan
gitra cac SNP nay voi nguy co méc ung thu vii trong nhom mau nghién ciu. Két qua cho thiy ty 1¢
kiéu gen tai SNP rs10046 & nhom ddi chung la: CC (14%), CT (48%), TT (38%), & nhém mic
bénh 1a: CC (18,33%), CT (58,33%), TT (23,34%); ty ¢ kiéu gen tai SNP rs2236722 ¢ nhom ddi
chung 1a: TT (94%), TC (6%), CC (0%), & nhém mic bénh 1a TT (90%), TC (10%). Phan tich céc
gia tri OR (odds ratio) nhan duoc véi khoang tin cay Cl 95% cho théy tai locus rs10046, md hinh
di truyén troi, so sanh ti I kiéu gen CC va CT vai kiéu gen TT c6 OR= 2,01; 95% CI = 0,87-4,67.
O locus rs2236722, ti 16 kiéu gen TC so vai kiéu gen TT c6 OR = 1,74; 95% CI = 0,40 — 7,42. Két
qua nay cho thiy, cac locus SNP rs10046 va SNP rs2236722 & gen CYP19A1khong lién quan dén
nguy co mic ung thu vii & phu nit trong nghién ciru nay.

Tur khod: Ung thu via, SNP, rs10046, rs2236722, gen CYP19A1.

1. Mé diu

Céac hormone steroid gidi tinh ndi sinh dong
vai trd quan trong trong co ché bénh sinh ung
thu ¢ phu nii, trong d6 dac biét 1a ung thu via va
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ung thu ndi mac t cung [1, 2]. Pa hinh trong
cac gen mi hoa cac enzyme chu chét tham gia
vao cac con dudng chuyén hoa tong hop cac
hormone nay dugc biét 1a anh hudng dén nguy
co hinh thanh cac dang ung thu lién quan
hormone [3, 4]. Nhiéu nghién ctru cho thiy da
hinh di truyén & gen lién quan dén hormone
gitp giai thich ti 16 d& méc ung thu vl qua co
ché diéu hoa ndng d6 hormone ndi sinh. Tuy
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nhién, bén canh modt sd da hinh cé tac dong,
cling c6 mot sd nghién ctru cho thdy mot s6 da
hinh di truyén khac & cic gen nay khong c6 tac
dong dang ké ddi voi nong do hormone trong
mau [3, 4, 5-8].

Gen CYP19Al1 nim tai vi tri 15q21 trén
nhidm séc thé s6 15, ma hoa enzyme aromatase
lién quan dén qua trinh chuyén hoa androgen
thanh estrogen. Estrogen hoat dong trong sudt
giai doan ting truong va phat trién quan trong
cua vu, c6 vai tro trong viéc kich thich phéan
chia té bao vii, tuy nhién, nong do estrogen co
lién quan dén sy tang truong ciia cac khéi u [2].
Gen CYP19A1 la mot trong sd cac gen tham gia
tong hop hormone c6 tinh da hinh. Mot sé da
hinh don nucleotide (Single Nucleotide
Polymorphisms—SNP) cua gen CYP19A1l lam
thay ddi hoat tinh enzyme aromatase din dén
thay d6i ham luong estrogen duoc san xuat, tir
d6 o6 thé anh huong dén sy hinh thanh va phat
trién ung thu vii. Tuy nhién, nhiéu nghién ctu
cho thidy mot s6 SNP ¢ gen CYP19A1 c6 mébi
lien quan vo&i nguy co mic phai va tién trién
ung thu va chua dugc chiing minh ré rang va
cho két qua khac nhau khi nghién ciu ¢ cac
nhém nguoi khac nhau. Nghién cau cua
Lunardi et.al. (2008) cho rang da hinh gen &
gen CYP19A1 khong anh huéng dén chirc ning
cua enzyme aromatase & bénh nhan [7]. Tuy
nhién Pineda et.al. (2013) [9] cho thay, da hinh
1s10046 c6 lién quan dénluong estradiol va ty 1é
estradiol/testosterone. Mot nghién ctru khac cua
Hirose (2004) [5] cling khang dinh da hinh
1s2236722 ¢6 lién quan dén ting nguy co maC
ung thu v & phu nir tién man kinh c6 chi s6
khdi co thé cao va sau méan kinh. Cho dd con
chua sang to, song viéc xac dinh méi lién hé
gilta cac da hinh cua gen CYP19A1 véi nguy co
mic ung thu vii gop phan sang loc nguy co,
chan doan va hd tro hudng diéu tri ciing nhu
tién luong bénh.

Tai Viét Nam, hi€n chua c6 nghién ctu vé
su lién quan gitra cac SNP & gen CYP19A1 véi
nguy co ung thu vi. Nghién cru nay phén tich
hai SNP gdm rs10046 (C>T) ¢ ving 3’'UTR va
rs2236722 (c.115 T>C, Trp39Arg) thudc exon
2 cuia gen CYP19A1, x4c dinh tan s alen tai hai

locus SNP rs10046 (C>T) va SNP rs2236722
(Trp39Arg) (T>C) ¢ nhom bénh nhan ung thu
v va nhém déi chung, tir d6 xac dinh sy lién
quan gitta hai SNP rs10046 (C>T) va
rs2236722 (T>C) trén gen CYP19A1 va nguy
co mic ung thu vii & nhém miu phy nir Viét
Nam.

2. Vat liéu va phwong phap nghién ciru
2.1. DBéi twong nghién ciru

Thu thap 60 mau mau ctia bénh nhan nir da
duogc xac dinh méc ung thu va tir bénh vién Da
khoa Phi Tho va bénh vién K trong khoang
thoi gian tir thang 7 nim 2016 dén thang 12
nam 2017. Di ching 1a 50 mau méau ctia nhitng
ngudi khong méc ung thu. Toan bd miu nghién
cru dugc bao quan ¢ -20°C cho dén khi tach
DNA tbng sb. Viéc lay mau nghién ciru tuan
thu cac quy dinh vé y dtec.

2.2. Phuong phap nghién ciru

Tinh sach DNA t(fng $6 va xdc dinh kiéu
gen tai cac locus SNP

DNA téng s6 dugc tinh sach voi bo kit
Wizard® Genomic DNA Purification (Promega
Corporation, USA) theo huéng dan ctia nha san
xuét, kiém tra do tinh sach va néng do b;‘ing
may do quang phd (Bimate 3, Thermo
Scientific), bao quan & -20°C dén khi sir dung.

Pé xac dinh kiéu gen tai locus SNP
1810046, doan gen chira vi tri da hinh nay duoc
nhan ban bang PCR véi cip mbi gdom modi xudi

F: 5'-
CTGGAACACTAGAGAAGGCTGGTCAGT
GC-3% moi ngugc R:5'-

GTTCTCTGGTGTGAACAGGAGATGAC-3'.
Chu trinh nhiét cho phan tng PCR: giai doan
bién tinh 94°C, 2 phut, lap lai 35 chu ky (bién
tinh 94°C, 30 gidy, gan moi 59°C, 40 giay, kéo
dai 72°C, 40 giay), kéo dai 72°C trong 5 phut.
Kiéu gen tai SNP rs10046 ciia gen CYP19A1
duoc xac dinh be"mg PCR-RFLP. Trong d6, san
pham PCR dugc xir ly voi enzyme cit giGi han
FastDigest®Sdul ¢ 37°C trong 15 phut, sau d6
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dién di san pham cat trén gel agarose 1% dé xéac
dinh kiéu gen.

Kiéu gen tai locus SNP rs2236722 cua gen
CYP19A1 duoc xic dinh bang phuong phap
PCR-CTPP, trong d6 trinh ty cta hai cip moi
dbi dau str dung trong phan tng PCR 1a: Cip 1
gom moi xuoi F1, 5’-
ATCTGTACTGTACAGCACC-3’; Mdi nguoc
R1, 5’-ATGTGCCCTCATAATTCCG-3’; Cap
2 gom moi xudi F2, 5-
GGCCTTTTTCTCTTGGTGT-3’ va mdi ngugc
R2, 5’-CTCCAAGTCCTCATTTGCT-3’. Chu
trinh nhiét cho phan tmg PCR: bién tinh 95°C—
10 phut, 1ap lai 30 chu ky (bién tinh 95°C-1
phat, gin mdi 54°C-1 phat, kéo dai 72°C-1
phdt), sau d6 1a 72°C-5 pht. Kiéu gen TT duogc
xac dinh véi hai bang kich thudc 427 bp va 200
bp, kiéu gen TC hién thi v6i ba bing dai 427
bp, 264 bp va 200 bp, kiéu gen CC gdm hai
bang 427 bp va 264 bp khi dién di san pham
PCR-CTPP trén gel agarose.

Céc kiéu gen tai hai locus SNP duogc kiém
tra lai bang giai trinh tw DNA san phim PCR
cta mdt sO mau tai hang FirstBASE (Malaysia).

Phirong phdp phan tich thong ké

S6 liéu thu duoc dugc phan tich bang
phuong phép thong ke, gom kiém dinh Khi binh
phuong dé kiém tra tan sd ciia cac alen theo can
bang Hardy —Weinberg, xac dinh mdi lién quan
gita kiéu gen & hai locus SNP nghién ciru véi

M (-) 288 298 308 31B 328 338 34B 358 368

500 bp » S

(A)

nguy co mic ung thu bang cac gia tri OR va
khoang tin cdy 95% (CI 95%), sir dung phan
mém Stata 12
(http://vassarstats.net/odds2x2.html).

3. Két qua

3.1. PCR nhdn ban doan gen CYP19A41 va xac
dinh kiéu gen tai SNP rs10046

Toan bd 60 mau DNA bénh va 50 miu
DNA ching dugc dung lam khudon cho céc
phan tmg PCR. Két qua PCR dugc dién di trén
gel agarose cho thiy, doan DNA dugc khuéch
dai co kich thudc udc tinh 202 bp voi bang
sang, r0 nét, chiing t6 doan gen quan tdm da
dugce nhan ban & ca cic mau nhom bénh (Hinh
1A) va nhém chiang (Hinh 1B).

Céc san pham PCR thu dugc sau khi xur ly
véi Sdul duge dién di trén gel agarose 1% cho
théy cac mau déu bi cit hoan toan, tao ra cic
bing 1 nét véi kich thude hién thi 16n hon 100
bp. Kiéu gen CC dugc xac dinh bang sy xuit
hién cua bang 172 bp, do bang 30 bp kich thudc
nho nén khong quan sat duoc. Kiéu gen TT
duoc xac dinh bﬁng doan 202 bp khong bi cit.
Kiéu gen CT dugc xac dinh bang cac bing 202
bp va 172 bp (Hinh 2).

M () 1C 2C 3C 4C 5C 6C 7C 8C 9C

n-.---.-‘

202 bp

(B)

Hinh 1. San pham PCR ctia dai di¢n mot s mau nghién ctru [gel agarose 2%, M: marker 100 bp,
(-): d6i chirng 4am]. (A) nhoém bénh, (B) nhom dbi ching.
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172 bp

CTr cr €T Tr CT Tr CC TT 7T

(A)

500 bp
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300 bp

202 bp
200 bp -.'--."
172 bp
100 bp CT CT TT TT TT TT CT CC CT CT CC

(B)

Hinh 2. Két qua phan tmg cit vé6i enzyme gidi han cua dai dién mot s6 mau nghién ctru [gel agarose 2%,
M: marker 100 bp, (-): d6i chiing a4m]. (A) nhom bénh, (B) nhém doi ching.

Pé khang dinh kiéu gen c6 thé xac dinh
béng PCR-RFLP, médt sé6 mau dugc lya chon
ngiu nhién dé giai trinh ty DNA gdém cac miu
38B (co kiéu gen CC), 9C (kiéu gen TT) va 8C
(kiéu gen CT). Trinh ty DNA thu dugc dugc so
sanh  véi trinh  ty  gbc trén  Genbank
(NC_000015.10:9.51210789G>A) (Hinh 3)
khang dinh kiéu gen cta cac miu dugc xac dinh
bang PCR-RFLP la chinh xéc.

3.2. Phan tich méi lién quan gita SNP rs10046
gen CYP19A1 voi nguy co mdc ung thu vu

Ti 18 kiéu gen va tan sb alen SNP rs10046
cua gen CYP19Al1 trong nhém bénh va nhém
d6i chimg dugc trinh bay trong Bang 1. Klem
dinh Khi binh phuong vé tan 80 kiéu gen va tan
s6 alen cho thiy cac nhom miu nghién ctru déu
tuan theo can bang Hardy — Weinberg (p>0.05).

M4au 9C (TT)

120 130 1
) T G < Is < a G A G T <

M4iu 8C (CT)

Hinh 3. Trinh ty doan gen CYPlQAlchu’a vi tri SNP rs10046 dugc xac dinh bang giai trinh tu khing dinh
kiéu gen ctia mot s6 mau nghién ciru (déu “4” chi SNP rs 10046).
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Bang 1. Phan b kiéu gen va tan sb alen ctia gen CYP19A1 tai SNP rs10046

Tan s6 kiéu gen Tan s6 alen
cC CT TT C T
Nhém bénh 11 35 14 57 63
(18,33%) (58,33%) (23,34%) (47,50%) (52,50%)
Nhém dbi chimg 7 24 19 38 62
(14,00%) (48,00%) (38,00%) (38,00%) (62,00%)

So sanh ti 1& cac kiéu gen chira C (CC va
CT) ¢ nhém bénh ung thu va (76,66%) cao hon
14,66% so véi nhom dbi ching (62%), tan sb
alen C & nhom bénh (47,5%) 16n hon 9,5% so
voi ty 18 d6 & nhom dbi chimg (38%).

Phén tich méi lién quan giita SNP rs10046
trén gen CYP19A1 v6i nguy co mic ung thu v

& tap hop mau nghién ctru dugc trinh bay & Bang
2. Két qua cho théy tan sb alen C tai vi tri SNP
1s10046 & nhém ung thu va cao gip 1,48 lan so
véi & nhom chimg (OR= 1,48, 95% CI = 0,86—
2,54).

Bang 2. Mdi lién hé giita alen, kiéu gen tai locus SNP rs10046 cua gen CYP19A1 véi nguy co méc ung thu vi

SNP rs10046 Nhém bénh Nhom ddi ching OR 95% ClI
Alen

T 63 62 1,00

Cc 57 38 1,48 (0,86-5,17)
Kiéu gen

TT 14 19 1,00

CT 35 24 1,98 (0,82-4,77)
CcC 11 7 2,13 (0,64-7,10)
CT+CC 46 31 2,01 (0,87-2,54)

Kiéu gen CT va CC duoc coi 1a c6 anh
huéng d6i voi bénh ung thu va theo mé hinh
troi, nhom hai kiéu gen nay duoc phén tich
riéng khi so sanh véi kiéu gen TT lam tham
chiéu. Nhom bénh ung thu va c6 kiéu gen CC
va CT déu cao hon so v6i & nhom chimg (twong
ung voi OR = 2,13; 95% CI =0,64-7,10 va OR
=1,98; 95% CI = 0,82-4,77). Xét chung ca hai
kiéu gen CC va CT cao hon ¢ nhom nguoi bénh
so voi nhom ching (OR= 2,01; 95% CI = 0,87—
4,67) (Bang 2). Tuy nhién, két qua nay cho thdy
su khac biét chwa y nghia dé khiang dinh cac
kiéu gen CC va CT lam ting nguy co ung thu
vli & nhém mau nghién ciru.

3.3. PCR-CTPPva xdc dinh kiéu gentai SNP
rs2236722

Hinh 4 biéu dién két qua dién di san pham
PCR—CTPP. Tir phén tich cac ban dién di, kiéu
gen cua SNP 152236722 & cic mau bénh va
mau ddi chung da duoc xac dinh. Mdt s6 mau
phan tich dugc trinh bay & Hinh 4 (A va B).
Trong do, kiéu gen TT dugc thé hién & mé hinh
dién di voi hai bang kich thude 427 bp va 200 bp,
kiéu gen TC duoc xac dinh bang ba bang c6 kich
thudc 427 bp, 264 bp va 200 bp nhu tinh toan ly
thuyét. Trong nghién ctru nay, kiéu gen CC khéng
duoc phat hién ¢ tit ca cac miu nghién ctru.
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264 bp

200 bp 200 bp »

TT TC TT Tr Tr TC TTr TTr TC TT

(A)

4C 1C 2C 11C 12C 13C 14C 15C 16C 17C

427 bp
™ 2k EF X

-

264 bp

200 bp

TC TT TT TCTT TT TT TT TT TT

(B)

Hinh 4. Két qua phan tmg PCR—-CTPP ¢ nhém mau bénh (A) va nhom ching (B) véi dai dién mot sb

mau nghién ctru [gel agarose 2%, M: marker 100 bp, (-): dbi ching 4m].

Khi lya chon mdt s6 mau ngiu nhién dé giai
trinh ty DNA dé kiém tra kiéu gen di xac dinh
bang PCR-CTPP, mau 7B (kiéu gen TC) va 1C
(kiéu gen TT), két qua giai trinh ty nhu trong

Hinh 5 cho thiy, kiéu gen da xac dinh ¢ timg mau
1a hoan toan chinh xac. Trinh tu DNA da xac dinh
dugc so sanh véi trinh tu tuong g trén Genbank
(ma s6 NC_000015.10:2.51242798A>G).

X AN V AN V =

1C(TT)

Hinh 5. Mot phan trinh tyr doan gen CYP19A1 dai 427 bp duoc x4c dinh tir cac miu nghién ctru (7B va 1C)
dé kiém tra kiéu gen tai locus SNP rs 2236722 (vi tri c6 miii tén “J”).

3.4. Phan tich anh huong SNP rs2236722
(Trp339Arg) trén gen CYP19A1 doi voi nguy co
mdc ung thw vi

Két qua xac dinh ty 1& kiéu gen va tan sb
alen cia gen CYP19A1l tai SNP 152236722

(Trp39Arg) trong nhom bénh va nhom ddi
ching duogc trinh bay ¢ Bang 3.

Ty 1¢ kiéu gen va tan sb alen tuan theo can
bang Hardy-Weinberg & timg nhém bénh va
nhom d6i chimg (p>0,05). Trong nghién ciru
nay, chi co kiéu gen TT va TC dugc phat hién &



P.T. Huyén va nnk. | Tap chi Khoa hoc DPHOGHN: Khoa hoc Tw nhién va Céng nghé, Tdp 34, S6 4 (2018) 45-53 51

cd mau bénh va mau doi chimg, khong c6 c4 thé
nao mang kiéu gen CC tai vi tri da hinh
rs2236722.

MGdi lién quan giira cac alen va kiéu gen tai
SNP rs2236722 trén gen CYP19A1 vdi nguy co
mic ung thu v & phu nit Viét Nam dugc xac
dinh (Bang 4).

Bang 3. Phan b6 kiéu gen va tan s6 alen ctia gen CYP19A1 tai SNP 152236722

Tan s6 kiéu gen

Tan s6 alen

TT TC

CC T C

Nhoém bénh

Nhom dbi chimg 47 (94%) 3 (6%)

54 (90%) 6(10%) O (0%) 114 (95%) 6 (5%)

0(0%) 97 (97%) 3 (3%)

Bang 4. Mdi twong quan giita alen, kiéu gen tai SNP rs2236722 ciia gen CYP19A1 vé6i nguy co mac ung thu va

SNP rs2236722 Nhom bénh Nhoém doi chung  OR

95% ClI

Kiéu gen

TT 54
TC+CC 6
Alen

T 114
C 6

1,00
1,74 (0,40 —7,42)

1,00
17 (031-517)

Phén tich thong ké cho thay, tan sb kiéu gen
TC 1a cao hon & nhéom bénh so voi & nhom
chung, diéu nay ciing twong tu nhu khi so sanh
tan s6 alen C véi tan sb alen T khi & nhom bénh
va nhom chimg. Tuy nhién, sy sai khac dé
khing dinh v& mdi lién quan giita locus
rs2236722 voi nguy co ung thu va la chua du
mirc ¢6 ¥ nghia thong ké.

4. Thao lugan

Két qua nghién ctru cia Farzaneh va cs
(2016) ¢ phuy nir Iran [10], nghién ctru ctia Yang
va c¢s (2015) [12], Chen va cs (2008) [2] ¢ phu
nit Trung Quoc va cda Samson [12] & phu nit
An D6 cho thay nhiing phu nir mang kiéu gen
CC hodc CT c6 nguy co mic ung thu vi cao
hon so véi phu nit mang kiéu gen TT tai SNP
rs10046 cta gen CYP19Al1l. Nghién ctu cia
Yoshimoto va cs (2011) cho rang alen C c6 thé
coi 1a yéu t6 du bao nguy co ung thu va (p =
0,007) [13]. Tuy nhién, nghién cGu cua
Kristensen va cs (2000) ¢ phu nit Na Uy, két

luan réng phu nit c6 alen C tai SNP rs10046 c6
nguy co mic ung thu va giam so voi phu nir c6
alen T [6]. Nghién ctru cua Zins va cs gan day,
kiéu gen TT duogc cho la lam tang nguy co mac
ung thu va ¢ phu nir tudi dudi 50, nhung khong
lam ting nguy co méic & nhém bénh nhan tudi
trén 50 [14]. Céac nghién ctru ctia Ghisari va cs
(2014) & phu nir ban dia (sinh séng tai ving
Bic cyc) [15], Ralp va cs (2007) & Mi [16],
Dunning va cs (2004) [4] & phu nit Bd Dao
Nha, déu két luin SNP rs10046 cia gen
CYP19A1 khéng c6 anh hudng nao dén nguy co
méc ung thu vii & phy nit. Trong nghién ctru
nay, SNP rs10046 ciing khong c6 anh hudng
dén nguy co mic ung thu va & phy nir Viét
Nam.

Da hinh cua gen CYP19A1 tai rs 2236722 la
mot da hinh hiém gip. Kiéu gen dong hop tur
CC chi c6 & mot sb it nguoi, nhu nguoi Hawai
(2,1%) [9] va Nhat Ban (2,9%) [16]. Nghién
ctru ciia Hirose va cs (2004), da chi ra rang phu
nir Nhat (truée tudi mén kinh) c6 kiéu gen CC
va TC c¢6 nguy co mac ung thu vi cao gap 1,63
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lan so v6i phu nit ¢ kiéu gen TT (OR= 1,63,
95% CI = 0,77-3,44) [5]. Mot nghién ctru khac
ctia Bora va cs (2010) két luan, kiéu gen TT la
kiéu gen bao vé, ngudi mang alen C ¢6 nguy co
mic ung thu v tang [1]. Tuy nhién, nghién ctru
cia Miyoshi va cs (2000), két ludn rang nguoi
¢6 kiéu gen CC hoic CT giam nguy co mac ung
thu via so véi phu nir c6 kiéu gen TT (OR=0,39;
95% CI=0,17-0,89) [8]. Cac nghién clru khac
dd cong bd thuong st dung ¢& mau tir 250 —
500 ca thé. Trong nghién ctru nay, kiéu gen CC
cua gen CYP19Al1 tai SNP rs2236722 khong
xuat hién trong nhém mau nghién ciu va két
quéa cho thay SNP rs2236722 khong lién quan
VGi nguy co mic ung thu vi & phu nir Viét
Nam.

Nhirng két luan khac nhau trong cac nghién
ctru vé SNP ¢6 thé 1a do su khac biét vé quén
thé, dan toc nghién ctru va ¢ miu nghién ciru.

5. Két luan

Tan s6 alen C va T tai SNP rs10046 cia gen
CYP19A1 tuong tng la 38% va 62% & nhom
dbi chimg; 47,50% va 52,50%6 nhéom miéc
bénh. Tai SNP rs2236722 ctia gen CYP19Al,
tan s6 alen T va C tuong Gng 1a 97% va 3% &
nhom d6i ching; 95% va 5% ¢ nhom miéc
bénh; tan sb kiéu gen TT va TC ¢ nhém ching
tuong tng 1a 90% va 10%, & nhom bénh la
tuong ung 1a 94% va 6%. Tom lai, cac locus
SNP rs10046 va SNP rs2236722 cula gen
CYP19A1 khong lién quan dén nguy co mac
ung thu v & phu nit Viét Nam trong nhém mau
cta nghién ctru nay.
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The Association of Some Single Nucleotide Polymorphisms
of CYP19A1 Gene with Breast Cancer
in Vietnamese Women
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Abstract: The CYP19A1 gene encoding aromatase P450, a key enzyme in estrogen metabolism,
catalyzes the conversion of testosterone to estradiol and androstenedione to estrone. It is generally
believed that polymorphisms in genes encoding key enzymes involved in these pathways could affect
the activity of enzymes, which can change the level of endogenous hormones. Therefore, genetic
polymorphisms in hormone-related genes could increase the breast cancer susceptibility. In this study,
60 breast cancer women’s blood samples and 50 control blood samples were analyzed to identify the
genotype frequencies at SNP loci rs10046 C>T and rs2236722 Trp39Arg (T>C) on CYP19A1 using
PCR-RFLP and PCR-CTPP, respectively. The data were analyzed to determine the association
between these polymorphism loci and susceptibility to breast cancer. The result shows that, the
genotype frequencies at SNP rs10046 in the controls were CC (14%), CT (48%), TT (38%); in the
infected group were CC (18.33%), CT (58.33%) and TT (23.34%); and at SNP rs2236722, in the
control group: TT (94%), TC (6%); in the infected group: TT (90%), TC (10%). The OR analysis of
the gene carrying the CC and TC genotypes compared with TT genotype at both loci (OR=2.01; 95%
Cl1=0.87-4.67 with rs10046 and OR = 1.74; 95%CI= 0.40 — 7.42 with rs2236722) indicated that these
SNP loci in CYP19A1 had no effect on breast cancer susceptibility.
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