TAP CHi NGHIEN C{FU ¥ HQC

TiNH DA HiNH T6235C CUA GEN CYP1A1 VA NGUY CO VO
BENH UNG THU PHOI
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Truong Dai hoe Y Ha NGi

Tinh da hinh T6235C gen CYP1AT la yéu 16 nguy co cac gdy ung thw phdi trén céc dbr hupng nguoi
Chau A Nghién cuu duwgc thuc ien vor myc héu xac dinh tinh da hinh T6235C cua gen CYP1A1 & nhom
bénh nhan ung the phdi so vi nhom ddi ching 139 mu bénh nhan ung the phoi va 100 nguoi khbng méc
benh ung thu duge lwa chon vao nghién ciu Ky thudt PCR - RFLP (PCR - Restnction fragment length
polymorphism) duwc lra chon dé xdc dink tinh da hinh T6235C. Két qué cho thay, tan sé alen T va C ¢
nhdm bénh nhén ung thur phdi 18 75% va 25%, c6 sw khac bigl so voi tan sé alen T vd C cla nhom d6i
chimg la 84% va 16%, véi p < 0,05, tan 56 genotype T/T va T/C - C/C & nhom ung thw phdi 14 0,288 va
0.712, khac biét c6 y nghia thong ké sc vor nhom chimg 14 0.36 va 0,64, véi p < 6,05, Két luén cho thiy
bure ddu thdy dugc sur trong quan gira da hin thai T6235C ctia gen CYP1A1 vor nguy co ung thu phii &

ngueoi Vigt Nam.

Tir khoa: Ung thur phdi, da hinh T6235C, gen CYP1A1

1. DAT VAN DE

Ung thir phdi [a loai ung thyr thudng gap
nhét va 1a nguyen nhan gay ti vong hang dau
& nhidu merdc trén Thé gidi [1] Hot thube &
dwoc cho 1a nguyén nhén chinh gay ung thwe
phdi, 85- 0% bénh nhan ung thu phédi 12 do
hit thudc 1a Tuy nhién, duén 20% sé nguon
hit thude la bi ung thur phdi, didu nay cho thay
cac yéu td khac bao gbm cac bin thé di
truydn déng mét vai trd quan frong trong co®
ché gay bénh ung thw phéi [2). Su phat sinh,
phat trién bénh ung thir phéi dién ra qua nhiéu
giai doan dud tac dong cla cac yéu tb nguy
Go, s\ man cdm cla gen va qua trinh tich My
d6t bién xay ra trén cac gen gay ung thu. Cac
yéu té nguy co bao gdm hut thudc la, nhidm

virus  human paplomavirus  (HPV), ma
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tredng. nghé nghiép va cac dot bién gen di
truyén qua nhirng thé hé khac nhau

Cytochrome P450 (CYPs) 1a mét lien ho
I&n chira cac hemoprotein xic tac rat nhuéu
phén (rng enzym khac nhau dé chuyén hoa
cac chét ndi sinh va ngoal sinh Trong hé
théng cytochrome P450. cytochrome P450
1A1 (CYP1A1} 13 enzym chinh hoat héa cac
chat va la chia khoa @& kich hoat qua trinh
trac b1 chét gira cac Hydrocacbons ¢6 nhan
thom, cac amin di vong dan dén hinh thanh
cac phan t& DNA bat thwong tir dé khdi ddu
cho qua trinh ung thu (3] Két qua clia cac
nghién méi duoc cong bd gan day cho thay
co méi lién quan chat ché gira ung thw phdi
v&y da hinh gen CYP1A1, trong do, da hinh
T6235C cda gen CYP1A1 duoc chi ra & yéu
b nguy co cao gay bénh ung thr phdi trén
cac dbr tuong ngudi Chau A [4, 5)

D& gop phan hiéu ré hon vé méi lien quan
giva da hinh T6235C cda gen CYP1A1 voi
nguy co ung thuw phdy, nghién clru nay duge
thirc hién nhdm muc tigu.

TCNCYH 94 (2) - 2015



TAP CHI NGHIEN CLPU Y HQG

1. X&¢ dinh tinh da hinh T6235C cla gen
CYP1A1 & bénh nhan ung thu phdil va ngwei
binh thweng.

2. Banh gia méi lwong quan giia tinh da
hinh T6235C cha gen CYP1A1 ¢ bénh nhan
ung thir phéi va ngurdi binh thuwdng

1. 901 TWONG VA PHUYONG PHAP

1. Béi twong

Nhém bénh gbm 139 bénh nhan ung thw
phdi dwoc didu tri & bénh vién Bach Mai trong
d6 co 88 mam va 51 nir von tudi trung binh
59,1 £ 9,6. B&nh nhan ung thy phdl duoc
thadm kham 1am sang, 1am céc xét nghiém can
1am sang va gid1 phau bénh d& chén doan xac
d@nh ung thw phé.

Nhém chirng 100 nguwdi trong chuong
trinh quan Iy téng huyét ap va da thao drang,
gém 61 nam va 3@ nG, tudi trung binh 55,6 £
8,9 Buoc kiém tra djnh ky bang X - quang dé
loaf trir ung thu phdi

Bénh nhan va rhom chipng duoc lay 2 mi
mau chdng dong trong EDTA.

2. Phwong phidp

- Téch chiét DNA: DNA téng s duoc tach
chiét tir cac méu mau theo phwrong phap sk
dung enzym protein K va phenol chloroform:
1soamyl alcohol

- Ky thuit PCR-RFLP (PCR- Restriction
Fragment Length Polymorphism):

PCR dwoc si dung @& khuéch dal ving
gen da hinh T6235C cGa gen CYP1A1 vén cap
mdi:

Mé1 xugi: 5= TAG GAG TCT TGT CTC
ATG CCT -3

Mé1 nguoc 5'- CAG TGA AGA GGT GTA
GCC GCT -3,

+ Thanh phan phan tmg PCR (thé tich
10.241) gdm: 4 7 pl Taq polymerase, 0.3yl méi
xudi, 03pl mdi nguec, 12ul DNA va 37l
H20.

+ Chu trinh nhét cta phan (*ng PCR:
94°C/5 phut, 35 chu ky [94°Cid0 gidy, 54°CI30
gidy, 72°C/45 giay], 72°C/7 phit. Bdo quan
méu & 15°C.

San phdm PCR dwoc dién di trén gel
agarose 1,5%, voi dién thé 95 V, trong 25
phat

Xac dinh da hinh T6235C cia gen
CYP1AT bang ky thudt cat enzym gioi han:

+ Thanh phin phan ing: 5pi Hz0, 1 5p1
Buffer 10x, 0.5ul enzym Mspl, 8ul san phim
PCR. Phan (rng cét dwoc 0 & nhiét d6 37%
qua dém, sau d6 dién di trén gel agarose
2.5% von dién thé BOV, trang 80 pht va chup
anh bing hé thdng may EC3 Imaging system
Khi enzym Msp! cdt doan gen sé tao ra céc
doan DNA ¢6 kich thrdc 340 bp (kiéu gen
TiT); 200 bp va 140 bp (kiéu gen CIC); 340bp,
200 bp va 140 bp (kiéu gen T/C).

- K§ thudt giai trinh tw gen: San pham
PCR khuéch dai ving T6235C cla gen
CYP1A1 dwoc kiém tra lai béng ky thuat gidi
trinh tw gen theo quy trinh thirdmg quy cia
Trung tam Nghién ctru Gen - Protein.

3. bao dirc nghién ciru

D& ta da dwoe thong qua hdi déng dao
due cla Treeng Dai hoe Y Ha N6\, ban chip
thuan sé 161/HDDD-DHYHN ngay 15/10/2014
Bénh nhan hoan toan tw nguyén tham gia vao
nghtén ctru Bénh nhan c6 quyén rat lu khol
nghién ciru khi khang dng ¥ tiép tuc tham gia
vao nghien cu Céc théng tin cé nhan sé
dugre dam bao bi mat
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1. KET QUA

1. Bic diém chung cia déi twong nghién ciru

Bang 1. Bac diém chung cua déi twong nghisn ciku

Cac dic diém Ung thw phéin (%) Nhém chirng n (%) p
Gigl
Nam 88 (63%) G1(61%) >0.05
NG 51 (37%) 39 (39%)
Tudi
Trung binh (M) 59,1 55,6 >0,05
D6 lech (SD) 96 8.9
Hot thude 1a
Khong 81(58%)
o) 58(42%)
< 20 bao/ndm 21 (36%)
> 20 bac/ndm 37 (64%)
Giél phau bénh
K bidu ma tuyén 65 (47%)
K khéng té bao nhd 5 (4%)
K té bao nhé 12 (7%)
Chua xac dinh 56 (42%)

Bang 1 cho thay ty I& nam cao hon nir & ¢d 2 nhom nghién cieu va do tudi trung binh (4 59,1
& nhom ung thir phdi va 556 & nhom dai chirng & nhém bénh nhan ung thie phdi, ty 1€ bénh
nhan khong hit thude cae hon nhom bénk nhan e hit thude va hit > 20 nam chiém tj 1§ cao
hon hit < 20 ndm. & nhém bénh nhan ung the phdi da dwoc xac dinh gidi phau bénh, ung thy
biéu md tuyén chiém {7 18 cao nhét (47%).

2. Xac dinh tinh da hinh T6235C cua gen CYP1A1 & bénh nhdn ung thw phéi va nhom
chirng

Két qua khuéch dai ving T6235C cta gen CYPTA1

San phadm PCR thu diroe ob chét lbong tot, gbm madt bang dac higu ¢ kich thuéc dung nhw
tinh fo4n i 340 bp (hinh 1)
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st il 4~ 340 bp

Hinh 1. Hinh anh dién di san phdm khuéch dai doan gen chiva T6235C cua gen CYP1A

Bénh nhan ung thu phdi (1 - 6) va i ching (7 - 11); M thang chuan 100bp.

Két qud xac dinh da hinh T6235C cta gen CYP1A1 bang PCR— RFLP

Hinh 2. San phdm cét enzym ving T6235C ctia gen CYP1A1 béng enzym Mspl

Benh nhan ung thu phdi (1 - 6) va déi chiing (7 - 11); M thang chuan 100 bp, 1, 8, 10 kidu
gen dong hop t& T/T; 3, 4, 5, 7, 9 kidu gen déng hop tir C/C, 2, 6, 11 kiéu gen di hop tir T/C.

San pham cét doan ving T6235C trén gen CYP1A1 bang enzym Mspl trén cac mau bénh
nhan ung thu phéi va nhém chirng co kich thugc khac nhau phi hop vai tinh toan Iy thuyét Mau
mang kiéu gen T/T gdm mot bang DNA cé kich thuéc 340 bp (giéng 1, 8, 10). Mau mang kiéu
gen T/C gém 3 béng DNA c6 kich thuéc 340 bp, 200 bp, 140 bp (giéng 3, 4, 5, 7, 9). Mau mang
kiéu gen CC gbm 2 bang DNA c6 kich thugrc 200 bp va 140 bp (giéng 2, 6, 11).

Két qua gidi trinh tw kiém tra d6 dac hiéu cta san phdm PCR

Két qua cét enzym gidi han dugc kidm tra lai bang ky thuat giai trinh tu gen

Két qua giat trinh ty DNA cla bénh nhan cho thay hoan toan phi hop vo1 két qua cat enzym
gio1 han (hinh 3).
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Hinh 3. Hinh anh giai trinh ti san phim PCR mang doan gen T6235C ciia gen CYP1A1
twong Gng voi kidu gen TIT; TIC; CIC

3. Méi twong quan gilra tinh da hinh T6235C cha gen CYP1A1 & bénh nhéan ung thw
phoi va nguw&i binh thwérng

Bang 2. Ty 18 kiéu gen va alen cua T6235C trén gen CYP1A1

Kiéu gen va alen Ung thy phdi n (%) Nhém chirng n (%) P
T 40 (28,8%) 36 (36%)

<0,06
TIC-CIC 99 (71,2%) 64 (64%)
T 105 (75%) 84 (84%)

<0,05
c 34 (25%) 16 (16%)
Téng 139 100

Bang 2 cho thay sw phan bd kidu gen, alen va su khac biét gira cac kiéu gen, alen & has
nhom bénh nhan ung the phdi va nhém ching O nhém chirng, su phén bd kiéu alen T, C la
84/100 (84%) va 16/100 (16%) s0 voi nhém bénh nhan ung thu phdl 1an lwot 13 105/139 (75%) va
34/139 (25%) véi p < 0,05. O nhéim chiing, sw phan bd kidu gen T/T, T/C - C/C i4 36 (36%) va 64
(64%) 0 v& nhém ung thu phdi 1an lurgt 1 40 (28,8%) va 99 (71,2%) von p < 0,05.

Bang 3. Phén bd kidu gen theo phan loai giai phiu bénh cua ung thw phdi

Giat phiu benh Kiéu gen T n (%) TIC - GIC n (%) p
Ung thee bidu mo tuyén 15 (23%) 50 (77%) < 0,005
K khéng té bao nhé 2 4 L
K té bao nhd 3 9 <0,05
Khong xac dinh 38 (87%) 18 (33%) < 0,005

Bang 3 chi ra sy phan b kidu gen theo phan loai grai phu bénh va s khac nhau gitra céc

TCNCYH 94 (2} - 2015 5



TAP CHI NGHIEN G Y HOC

kiéu gen nay & nhem ung thur phéi. & nhom benh nhan ung thy biéu mo tuyén si phan b‘é gy
gen T/T (& 15 (23%) so vén kiéu gen T/C-C/C 12 50 {77%) v c6 sy khac biét c6 y nghia thong ké

vt p < 0,005.

IV. BAN LUAN

Trong c6ng ddng ngue Chau A, cac da
hinh thai cia gen CYP1A1 da duoc xac dinh
lam tang nguy co méac ung thw phbr so vori
oong déng ngwin Chau Au va Chau My [6; 7].
M6t nghién cu d6i voi ngudi dan Nhat Ban
<la tac gid Nakachi va céng sy 1993; Hayashi
va cong suv 1992 cing chi ra mé kén quan
giita kidu gen CYP1A1 va nguy co ung thu
phbi, dac biet & ung thu phdi té bao nhé [4, 51
& Vit Nam, cac nghien ciru vé méi lién quan
giva da hinh gen CYP1A1 va nguy co mac
ung thir phdi con han ché Vi vay, nghién ciru
nay duoc thure hign dé hidu rd hon vé mbi lién
quan gitra cac Kiéu gen ciia da hinh T6235C
trén gen CYP1A1 vé1 ung thu phéi.

Nam 1990, Kawayn va cong sv lan dau
tén cong bé méi hén quan gika kifu gen
CYP1A1 v&i ung thu phdi trong mét quan thé
nguwdi Chau Au (8] N&m 1993, nghién clru
clia Cosma va cbng suv cho thady kidu gen
T6235C cia gen CYP1A1 & ¢ong dong nguwdi
Chau A c6 twong quan vé& nguy co mic ung
thr phdi cao hon so véi cong dong ngudi da
tréng va Chéu My [6]. Nam 2011, nghién clru
mé: nhét clia Chen va cong sw cling cha thdy
€6 m&i lIBn quan chat ché gilr nguy cor ung thw
phdi voi kiéu gen CYP1A1 T6235C va
CYP1A1 A4889G [9]

Két qua nghién ctu & bdng 2 cha thay su
khac bigt cd y nghla thdng ké @& vén su phan
bé alen ¢ha @a hinh T6235C trén gen CYP1A1
gira nhom bénh nhan ung thy phd) va nhom
chirng vé p < 0,05 didu nay phit hop voi két
qua nghién ctiu vé da hinh T6235C trén gen
CYP1A1 clla C M Wright cling ¢6ng s nam

2010 [2] va Sheikh M Shaffi cling cong su
n&m 2008 {10].

Vi két qué nghigén cteu tat bang 2 che
théy, ty 1& cac kidu gen clia da hinh T6235C &
hai nhém ung thir phdi va nhém chieng cb sy
khéc biét c6 ¥ nghia thong ke véi p < 0,05. Két
qua nay tuong by v&i cac nghién clru clia C.
M Wnght ndm 2010 [2], nghién clru clia Nan
Song nidm 2001 [11]. Theo két qua nghién ciru
tai bang 3, s phan bd theo gidt phau bénh
hoc cla kidu gen T/T va edc kidu gen TIC,
CIC c6 sy khac biét rat co y nghia théng k&
v p < 0,05 va dic biét & nhdom bénh nhan
ung thr phdi dang bidu mo tuyén Didu nay
hoan toan phu hop véi cac nghién ciru cla
cac tac 91a doi véi quan thé nguei Chau A 2,
4, 11, 12) Tuy nhién, két qud nay khac bigt
v két qua nghién ciru clia Paula Mota va
cdng sur ndm 2010 trén quén thé ngwdi Chau
Au va da tréng (13)

V. KET LUAN

D4 xac dinh dugc da hinh TB235C trén
gen CYP1A1 & nhém ung thr phéi va nhém
chirng.

Ty (& alen T va C cda da hinh T6235C trén
gen CYP1A1 & nhém ung thi phéc va nhém
chieng 14 khac bigt €6 y nghia thong ke, Sy
phan bé gitra céc kidu gen T/T voi kidu gen
T/C va C/C clia da hinh T6235C gen CYP1A1
& hai nhém ung thie phéi va nhém chimg 1a
khac biét c6 y nghia, dac biét & nhom ung thu
phéi bidu mé tuyén,

L&i cam on
B tai duoc thuc hign voi s hé tro kimh
phi cia dé tén nhanh c&p nha nwéce “Danh gia
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s phan bo kiéu gen cia moét sb gen lién quan
dén ung thie phd va ung thw gan” thuée dé ta
nhiérn vy Quy gen “Danh gia dic diém di
truydn nguai Viet Nam” Nhom nghign curu
trén trong cam on Trung tam H6 hép, Trung
1Am Y hoe hat nhan va Ung brou - bénh vign
Bach Mai da tao diéu kién gilp d& trong qua
trinh thrc hign nghién civu.
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Summary
T6235 CYP1A1 POLYMORPHISM AND RISK OF LUNG CANCER

The polymorphism T6235C of CYP1A1 gene has been shown to cause high risk factor for lung
cancer In Asian subjects. In this study, the polymarphism T6235C of CYP1A1 gene in 139 lung
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cancer patients is compared with 100 control samples by PCR - RFLP method {PCR - Restriction
fragment length polymorphism). Results show that the frequency of T and C allele in lung cancer
patients (75%, 25%) are different from that of the confrol group (84%, 16%) with p < D 05; the
difference between the frequencies of T/T genotype; T/C - C/C in the lung cancer group (0 288,
0.712) and the frequencies of T/T genotype, T/C - C/C in the control group (0.36; 0.64) with
p < 0.05 level is statistically significant. In conclusion, we observed the correlation between poly-
morphism T6235C of CYP1A1 gene with lung cancer nsk in Vietnam

Keywords: lung cancer, polymorphism T6235C, CYP1A1 gene
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