
TAP CHI NGHIEN CU'U Y HpC 

TJNH OA HiNH T6235C CUA GEN CYP1A1 VA NGUY CO Vai 

BENH UNG THU'PH6| 

Le Hdng Cong, Trdn Van Khanh, Le Hoang Bich Nga, 

Nguyin Trong Tue, Nguyin Dfl-c Hinh, Ta Thanh Van, TrSn Huy Thjnh 

Trudng Dai hpe Y Ha Ngi 

Tinh da hinh T6235C gen CYP1A1 li yeu to nguy ca cao giy ung thw phoi tren cic doi tirpng ngudi 
Chiu A Nghien cdu dupc thuc hipn vdi mpc tieu xac dinh tinh da hinh T6235C cua gen CYP1A1 d nhdm 
benh nhan ung thu phoi so vdi nhdm doi chiing 139 miu benh nhan ung thw phoi va 100 ngudi khdng mic 
benh ung thw dwgc Iwa chon vao nghien ciiu Ky thuat PCR - RFLP (PCR - Restnction fragment length 
polymorphism) dwcrc lua chgn de xac dmh tinh da hinh T6235C. Kit qui cho thay, tan s6 alen T va C d 
nhom b$nh nhan ung thw phoi la 75% va 25%, c6 sw khac biet so vdi tin so alen T va C cCia nhdm doi 
chdng la 84%, va 16%,, vdi p < 0,05; tan sd genotype T/T va T/C • C/C d nhom ung thw phoi li 0,288 va 
0,712, khac biit cd y nghia thing ke so vdi nhdm chwng li 0.36 vi 0,64. vdi p < 0,05. Kit lu$n cho thay 
budc diu thiy dwgc sw twang quan giira da hinh thai T6235C cua gen CYP1A1 vdi nguy ca ung thw phoi d 
ngwdi Viet Nam. 

Tir khoa: Ung thu phdi, da hinh T6235C. gen CYP1A1 

I. DAT V A N Dt 

Ung thu- phoi la loai ung thu- thu'6'ng gap 

nhat v^ \S nguyen nhan gay tu- vong hSng ddu 

6' nhidu nLPCTC tren Thd giffi [1] Hut thudc la 

duac cho la nguyen nhan chinh gay ung thu' 

phdi, 85- 90% benh nhan ung thu phdi la do 

hflt thudc la Tuy nhien, du'cci 20% so ngi/ai 

hflt thudc la bi ung thu phdi, didu nay cho thdy 

cac ydu td khac bao gdm cac bien the di 

truydn dong m6t vai tro quan trong trong ca 

chd gay benh ung thu phdi [2]. Su ph^t sinh, 

phat then benh ung thu phdi didn ra qua nhidu 

giai doan du'di tac dpng cfla cac yeu td nguy 

CO-, su m i n cam cua gen va qua trinh tich Ifly 

dot bidn xay ra tren c^c gen gay ung thu. C^c 

yeu td nguy cc bao gdm hflt thudc 1^, nhidm 

virus human papillomavirus (HPV). moi 
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truang, nghe nghiep va cSc ddt bien gen di 

truydn qua nhu'ng thd he khac nhau 

Cytochrome P450 (CYPs) IS mdt hgn ho 

\dn chi ia cac hemoprotein xflc tac rat nhidu 

phan i>ng enzym khac nhau de chuyen hoa 

cac chdt n6i sinh vci ngoai sinh Trong he 

thdng cytochrome P450, cytochrome P450 

I A I (CYP1A1) 1^ enzym chinh hoat hda cac 

chdt va l^ chia khoa de kich hoat quS trinh 

trao doi chat giu'a cac Hydrocacbons c6 nhan 

tham, cac amin dj vdng dan den hinh th^nh 

cac phSn tu" DNA bdt thuang tu- dd khoi ddu 

cho qua trinh ung thu [3]. Kdt qua cua Ccic 

nghien mai duac c6ng bd gdn day cho thdy 

cd mdi hen quan chat che giO'a ung thu phoi 

vai da hinh gen CYP1A1, trong do, da hlnh 

T6235C cfla gen CYP1A1 duac chF ra la yeu 

td nguy ca cao gay bgnh ung thu' phdi tren 

c^c doi tuang ngud'i ChSu A [4, 5] 

Be gdp phan hieu ro han ve mdi li&n quan 

giO'a da hinh T6235C cua gen CYP1A1 vai 

nguy ca ung thu phdi, nghien cfl'u nSy dugc 

thyc hien nhdm muc tieu. 
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1. XSc djnh tinh da hinh T6235C cfla gen 

CYP1A1 a bfinh nhan ung thu phdi va ngu'6'i 

blnh thu'6'ng. 

2. D^nh gid mdi tuang quan giO'a tinh da 

hinh T6235C cua gen CYP1A1 a benh nhan 

ung thu' phdi va nguai binh thuang 

II. D61 TU'Q'NG VA PHU'aNG PHAP 

1. Ddi tu'Q'ng 

Nhdm b6nh gdm 139 benh nhan ung thu' 

phdi duac dieu tri a benh vi6n Bach Mai trong 

dd CO 88 nam va 51 nu- vdi tudi trung binh 

59.1 ± 9,6, Benh nhan ung thu phdi du'ae 

tham kham \Sm sang, lam cSc x6t nghidm cSn 

lam sang va giai ph lu benh de chan doan xac 

dinh ung thu phdi. 

Nhom chfl'ng 100 ngudi trong chuang 

trinh quan ly t3ng huydt ap va dai thao du-dng, 

gdm 61 nam va 39 nu, tudi trung binh 55,6 ± 

8,9 Du'ae kiem tra dmh ky bdng X - quang de 

loai trfl- ung thu phoi 

Benh nhan va nhom chfl'ng duac ldy 2 ml 

mdu chdng ddng trong EDTA, 

2. Phu'O'ng phap 

- Taeh chiet DNA: DNA tdng sd du'ae tach 

chidt tfl' cac m i u mdu theo phu-ang phap sfl-

dung enzym protein K va phenol chloroform: 

isoamyl alcohol 

- Ky thuat PCR-RFLP (PCR- Restriction 

Fragment Length Polymorphism): 

PCR 6uoc su dung de khuech dai vflng 

gen da hinh T6235C cfla gen CYP1A1 vdi cap 

mdi; 

Mdi xuoi: 5'- TAG GAG TOT TGT CTC 

ATG CCT -3' 

Mdi ngu'ffc 5'- CAG TGA AGA GGT GTA 

GOC GCT .3', 

+ Thanh phan phSn fl'ng PCR (the tich 

10.2iJl) gdm: 4 7 pi Taq polymerase, 0.3|jl mdi 

xu6i, 0 Spi mdi ngugc, 1 2pl DNA vd 3 7fjl 

H2O. 

+ Chu trinh nhiet cfla phan i ing PCR' 

94°C/5 phut. 35 chu ky [94°C/40 giay, 54°C/30 

gidy, 72°C/45 giay], 72°C/7 phflt. Bao quan 

mdu d 15°C. 

San phdm PCR du-oc dien di tren gel 

agarose 1,5%, vdi difen the 95 V, trong 25 

phflt 

XSc dfnh da hinh T6235C cua gen 

CYP1A1 bang ky thuat cdt enzym gidn han: 

•^ Thdnh phdn phan u'ng: 5\\\ H20, 1 5pl 

Buffer lOx, 0-5MI enzym Mspl, 8pl san phdm 

PCR. Phan fl'ng cdt dugc fl d nhidt dd 37''c 

qua dem, sau do dien di tren gel agarose 

2,5% vdi dien thd 80V, trong 90 phflt vd chup 

anh bdng he thdng may EC3 Imaging system 

Khi enzym Mspl cdt doan gen se tao ra cdc 

doan DNA c6 kich thudc 340 bp (kieu gen 

T/T); 200 bp va 140 bp (kieu gen C/C); 340bp, 

200 bp vd 140 bp (kieu gen T/C). 

- Ky thuat giai trinh tu gen: San pham 

PCR khudch dai vung T6235C cue gen 

CYP1A1 duac kiem tra tai bdng ky thudt gial 

trinh tu gen theo quy trinh thudng quy cua 

Trung tam Nghi6n cfl'u Gen - Protein. 

3. Dao diJc nghien cu'u 

De tdi dd du'gc thOng qua hdi ddng dgo 

dfl'c cfla Tru'dng Dai hoc Y Hd Npi, ban chdp 

thudn sd 161/HDDD-DHYHN ngdy 15/10/2014 

B&nh nhan hoan todn tu nguyen tham gia vdo 

nghien cfl'u Benh nhdn cd quyen rut lui khdi 

nghien cfl'u khi khdng ddng y tidp tuc tham gia 

vdo nghien cfl'u Cdc thdng tin cd nhdn se 

du'gc dam bao bl m$t 
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III. KST QUA 

1. €)ac didm chung cua ddi t i r ong nghidn cu'u 

Bang 1 . D^c d i^m chung cua ddi tu 'gng nghien ciJu 

Cac dac diem Ung tht f ph6i n (%) Nhom chCrng n (%) p 

Gl* l 

Nam 88(63%) 61(61%) > 0,05 

NO 51 (37%) 39 (39%) 

Tuoi 

Trung binh (H/1) 59,1 55,6 > 0,05 

Bp lech (SD) 9,6 3,9 

Hut thu6c la 

Khong 81(58%) 

C6 58(42%) 

< 20 bao/nam 21 (35%) 

> 20 bao/nam 37 (64%) 

Giai ph lu bgnh 

K bieu mo tuydn 

K khong td bdo nho 

K te bdo nho 

Chua xac djnh 

65 (47%) 

6(4%) 

12(7%) 

56 (42%) 

Bang 1 cho thdy ty le nam cao han nu- d ca 2 nh6m nghien ciJu vd do tuoi trung binh la 59,1 

d nhdm ung thu phdi va 55,6 d nhdm ddi chfl'ng & nhdm b0nh nhan ung thu phdi, ty Id benh 

nhan khdng hflt thudc cao han nhdm benh nhdn c6 hflt thudc va hflt > 20 nam chidm ty le cao 

han hut < 20 nam. 0" nhom benh nhan ung thu phdi dd duac xac dmh giai phau bdnh, ung thu 

bieu md tuydn chidm tl le cao nhdt (47%). 

2. Xac dinh t inh da hinh T6235C cua gen CYP1A1 d* benh nhan ung t h u phdi va nhom 

chfl'ng 

Ket qua khuech dal vung T6235C eda gen CYP1A1 

San pham PCR thu du'ae cd chat lugng tdt, gdm mdt bdng ddc hieu c6 kich thudc dflng nhu' 

tinh todn Id 340 bp (hinh 1) 
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M 1 2 

Hinh 1. Hinh anh dien di san phdm khudch dai doan gen chO-a T6235C cua gen CYP1A 

Benh nhdn ung thu phdi (1 - 6) va ddi chfl'ng (7 -11) ; M thang chuan lOObp. 

Kit qua xac djnh da hinh T6235C cua gen CYP1A1 bing PCR - RFLP 

1 2 3 4 5 6 7 8 9 10 11 M 

Hinh 2. San pham cat enzym vung T6235C cua gen CYP1A1 being enzym Msp\ 

Benh nhdn ung thu phoi (1 - 6) va ddi chfl'ng (7 -11 ) ; M thang chuan 100 bp, 1, 8. 10 kieu 

gen ddng hap tu T/T; 3, 4, 5, 7, 9 kieu gen ddng hgp tu- C/C, 2 , 6 , 1 1 kieu gen dj hgp tu- T/C. 

San pham cdt doan vflng T6235C tren gen CYP1A1 bdng enzym F/lsp\ tren cdc mdu benh 

nhdn ung thu phdi vd nhdm chfl'ng cd kich thudc khde nhau phfl hgp vdi tinh todn ly thuydt Mdu 

mang kieu gen T/T gdm mdt bdng DNA cd kich thu'de 340 bp (gieng 1, 8, 10). Mdu mang kilu 

gen T/C gdm 3 bdng DNA cd kich thudc 340 bp, 200 bp. 140 bp (gieng 3, 4, 5, 7, 9). Mdu mang 

kieu gen CC gdm 2 bdng DNA cd kich thudc 200 bp vd 140 bp (gieng 2, 6, 11). 

Ket qua giai trinh ty kiem tra do dac hieu cua san pham PCR 

Ket qua cdt enzym gidi han dugc kiem tra lai bdng ky thugt g\S\ trinh ty gen 

Ket qua giai trinh ty DNA cfla benh nhdn cho thdy hodn todn phfl hgp vdi ket qua cdt enzym 

gidl hdn (hlnh 3), 
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> CHl NGHIEN CCri 

TT 

I i . i 
CTCCCGGGCT CTCCCGGGGT 

Hinh 3. Hinh anh giai trinh t y san phdm PCR mang doan gen T6235C cfla gen CYP1A1 

tu'cng fl'ng vd'i kidu gen T/T; T/C; C/C 

3. Mdi tyang quan giiPa tinh da hlnh T6235C cua gen CYP1A1 6* benh nhan ung thy 

phdi va ngycl blnh thyang 

Bang 2. Ty le kldu gen vd alen cua T6235C trdn gen CYP1A1 

Ki&u gen va 

T/T 

T/C - C/C 

T 

C 

Tong 

alen Ung thu' phdi n 

40 (28,8%) 

99(71,2%) 

105(75%) 

34 (25%) 

139 

(%) Nhom chu'ng n 

36 (36%) 

64 (64%) 

84 (84%) 

16(16%) 

100 

(%) P 

<0,05 

<0,05 

Bang 2 cho thay sy phdn bd kidu gen, alen va su khde biet giu'a cdc kieu gen, alen d hai 

nhom b§nh nhdn ung thu phdi va nhom chfl'ng Cf nhom chiJng, su' phan bd kieu alen T, C Id 

84/100 (84%) va 16/100 (16%) so vdi nhdm benh nhdn ung thu phoi lan lu-at Id 105/139 (75%) vd 

34/139 (25%) vdi p < 0.05. O nhom chfl'ng, su phdn bd kieu gen T/T. T/C • C/C Id 36 (36%) vd 64 

(64%) so vdi nhdm ung thu phdi ldn lug l id 40 (28,8%) vd 99 (71,2%) vdi p < 0,05. 

Bang 3. Phan bd kidu gen theo phan ioai giai phlu benh cfla ung thy phdi 

Giai phau benh ^ ^ 

Ung thu' bieu mo tuyen 

K kh6ng t^ bdo nho 

K te bao nho 

Khong xdc dinh 

Kidu gen 

Bang 3 chi ra si,^ phan b6 ki^u gen 

TfT n (%) 

15(23%) 

2 

3 

38 (67%) 

theo phan loai giai 

T/C - C/C n (%) 

50 (77%) 

4 

9 

18(33%) 

P 

< 0,005 

<0,05 

< 0,005 

ph iu benh vd su khde nhau giCpa cdc 
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kldu gen ndy d nh6m ung thu phdi. 0 nhdm b^nh nhdn ung thu bieu mfl tuyen sy phdn bd kidu 

gen T/T la 15 (23%) so vdi kieu gen T/C-C/C Id 50 (77%) vd c6 sy khde bi^t cd y nghia thdng kg 

vdi p < 0.005. 

IV. BAN LUAN 

Trong cdng ddng ngudi Chdu A, cac da 

hinh thdi cua gen CYP1A1 da duac xdc dmh 

ldm tang nguy ca mdc ung thu phdi so vdi 

cdng ddng ngudi Chdu Au va Chdu My [6; 7]. 

Mdt nghign cfl'u ddi vdi ngudi ddn Nhat Ban 

cfla tdc gia Nakachi vd cong sy 1993; Hayashi 

vd cpng su 1992 cung chi ra mdi lien quan 

giu'a kieu gen CYP1A1 vd nguy ca ung thu 

phdi, ddc biet d ung thu phdi td bdo nhd [4, 5]. 

0 Viet Nam, cac nghien cfl'u ve mdi lien quan 

gida da hlnh gen CYP1A1 vd nguy ca mdc 

ung thu' phdi cdn han che VI vgy, nghien cfl'u 

ndy duac thu'c hidn de hieu ro han vd mdi lien 

quan giu'a cac kieu gen cua da hlnh T6235C 

tren gen CYP1A1 vdi ung thu phdi. 

Nam 1990, Kavi^ajin va cgng su ldn ddu 

tien cdng bd mdi lien quan giO'a kieu gen 

CYP1A1 vdi ung thu- phoi trong mdt qudn the 

ngu'di Chau Au [8]. Nam 1993, nghien cfl'u 

cfla Cosma vd cdng su cho thdy kieu gen 

T6235C cfla gen CYP1A1 d cong ddng ngudi 

Chau A CO tuang quan vdi nguy ca mdc ung 

thu phoi cao han so vdi cong ddng ngudi da 

trdng va Chdu My [6], Nam 2011, nghien ci iu 

mdi nhdt cua Chen vd cong su cflng cho thay 

cd mdi lien quan chdt che giu' nguy ca ung thu' 

phdl vdi kieu gen CYP1A1 T6235C vd 

CYP1A1 A48a9G [9] 

Ket qua nghien ci iu d bang 2 cho thdy su' 

khde biet co y nghla thdng ke ddi vdi su' phan 

bd alen cua da hinh T6235C tren gen CYP1A1 

giu'a nhom benh nhan ung thu phoi va nhdm 

chfl'ng vdi p < 0,05 dieu nay phfl hap vdi kdt 

qua nghiSn cfl'u vd da hinh T6235C tren gen 

CYP1A1 cua C M Wright cflng cdng sy nam 

2010 [2] vd Sheikh M Shaffi cflng cgng su 

ndm 2009 [10], 

Vdi ket qua nghien ciJu tai bang 2 cho 

thdy, ty le cdc kldu gen cfla da hinh T6235C d 

hai nhom ung thu phdi vd nhdm chiing cd sy 

khde biet c6 y nghTa thdng kd vdi p < 0,05. Ket 

qua ndy tuang ty vdi cdc nghidn cfl'u cfla C. 

M Wnght ndm 2010 [2], nghien cfl'u cfla Nan 

Song nam 2001 [11]. Theo ket qua nghien cfl'u 

tai bang 3, sy phdn bd theo giai ph lu bdnh 

hoc cfla kieu gen T/T vd cdc kieu gen T/C, 

C/C CO sy khde biet rdt cd y nghTa thdng ke 

vdi p < 0,05 vd ddc biet d nhdm benh nhan 

ung thu phdi dang bieu md tuyen Didu nay 

hodn todn phu hap vdi cdc nghien ciiu cfla 

cdc tac gia doi vdi quan the ngu'di Chdu A [2, 

4, 11, 12] Tuy nhien. kdt qua ndy khac bi^t 

vdi kdt qua nghien ci iu cfla Paula Mota va 

cdng su nam 2010 tr^n qudn thd ngudi Chau 

Au vd da trdng [13] 

V. K£T LUAN 

Da xdc djnh dugc da hinh T6235C tren 

gen CYP1A1 d nhdm ung thu phdi va nhdm 

chfl'ng, 

Ty le alen T vd C cua da hinh T6235C tren 

gen CYP1A1 d nhdm ung thu- phdi va nhdm 

chiing la khdc biet cd y nghla thdng ke, Sy 

phdn bd giua cdc kieu gen T/T vdi kieu gen 

T/C va C/C cua da hinh T6235C gen CYP1A1 

d hai nhdm ung thu' phdi vd nhdm chfl'ng la 

khdc biet co y nghTa, dac biet d nhdm ung thu 

phoi bieu md tuyen. 

Lo ' i c a m c n 

De tdi du'gc thyc hien vdi sy hd trg kmh 

phi cfla de tdi nhdnh cdp nhd nu'de "Ddnh gid 
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sy phan bd kieu gen cua mdt sd gen li&n quan 

ddn ung thu phoi vd ung thu gan" thudc dd tdi 

nhi^m vu QuJ gen "Ddnh gid ddc diem di 

truydn ngudi Viet Nam" Nhdm nghifen cfl'u 

trdn trgng cam an Trung tdm Hd hap, Trung 

tdm Y hoc hat nhdn vd Ung budu - b^nh vi$n 

Bach Mai dd tao didu kien giup dd trong qua 

trinh thyc hien nghien ci iu. 
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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 polymorphism 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 control group (84%, 16%) with p < 0 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 risk in Vietnam 

Keywords: lung cancer, polymorphism T6235C, CYP1A1 gene 
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