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TINH DA HINH G4268C CUA GEN CYP2D6 TREN
BENH NHAN UNG THU PHOI

L& Hong Cong', Trén Van Khanh', Ta Thanh Van', Trdn Huy Thinh!

TOM TAT

Gen CYP2D6 la mét thanh vién cda lién ho I6n cytochrome p450.

Muc tiéu: xac dinh tinh da hinh G4268C cda gen CYP2D6 & nhém bénh nhéan ung thw phéi so véi nhém
dbi chirng.

Phwong phéap: 225 mau bénh nhan ung thw phdi va 200 nguoi khéng méc bénh ung thw. Tinh da hinh
G4268C dugc xéc dinh béng ky thuat PCR-RFLP (PCR-Restriction fragment length polymorphism) .

Két qua: Nhém khong C4268/C (GG, GC) & bénh nhan ung thw phéi c6 OR = 3,25 (95% Cl = 1,08 —
3,65) so voi gennotype CC nhém chirng. Déc biét genotype GC & bénh nhén ung thw phéi cé OR = 4,15
(95% Cl = 1,27- 5,94) so véi gennotype CC nhém chimg, ciing nhw & nhém bénh nhan ung thw phéi biéu
mé tuyén, nhém khéng C4268/C (GG, GC) ¢c6 OR = 2,79 (95% Cl = 1,25— 4,95) so véi gennotype CC nhém
chiing. Nhém khéng C4268/C (GG, GC) cia nhém bénh nhan ung thuw phéi hat thuéc 14 c6 OR = 1,6 (95%
Cl =1,15- 2,35) so vé6i gennotype CC cia nhém khéng hat thudce I4.

Két luan: c6 s tvong quan gitra da hinh thai G4268C cia. gen CYP2D6 vé&i ung thw phéi ciing nhw yéu
t6 nguy co la hat thube & ngudi Vit Nam.

T khéa: Ung thu phéi, da hinh G4268C, gen CYP2DE.

ABSTRACT
POLYMORPHISM G4268C OF CYP2D6 GENE IN LUNG CANCER PATIENTS
Le Hong Cong’, Tran Van Khanh', Ta Thanh Van’, Tran Huy Thinh?

The CYP2D6 gene is a member of the cytochrome p450 superfamily.

Objectives: Study on the polymorphism G4268C of CYP2D6 gene in patients with lung cancer in
comparision with those in control group.

Methods: Study is carried out on 225 samples of lung cancer patients and 200 control samples. The
polymorphism G4268C of CYP2D6 gene was determined by PCR-RFLP (PCR-Restriction fragment length
polymorphism).

Results: The non-C4268/C (GG, GC) in lung cancer patients with OR = 3.25 (95% CI = 1.08 - 3.65)
compared with the control group CC gennotype . Especially GC genotype in lung cancer patients with OR
=4.15 (95% Cl = 1.27- 5.94) compared with the control group CC gennotype, as well as in patients with
adenocarcinoma lung cancer, the non-C4268/C (GG, GC) with OR = 2.79 (95% Cl = 1.25 - 4.95) compared
with the control group CC gennotype. the non-C4268/C (GG, GC) of lung cancer patients have smoke OR
= 1.6 (95% Cl = 1:15 to 2:35) compared with the group CC gennotype who dit not smoke.
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Conclusion: There is a correlation between polymorphism G4268C of CYP2D6 gene with lung cancer
as well as their risk factor which is smoking in Vietnam.
Key words: lung cancer, polymorphism G4268C, CYP2D6 gene.

I. PAT VAN PE

Ung thu phdi 12 loai ung thu thudng gip nhat va
la nguyén nhén giy tir vong hang dau ¢ nhiéu nudc
trén thé gisi [1]. Hit thube 14 duoc cho 1a nguyén
nhan chinh gy ung thu phéi. Tuy nhién chi dudi
20% s6 ngudi hit thubc 14 b ung thu phéi, diéu nay
cho thdy cac yéu t§ khac bao gbm céc bién thé di
truyén déng mot vai trd quan trong trong co ché gay
bénh ung thu phdi [2].

Trong hé théng cytochrome P450, cytochrome
- P450 2D6 (CYP2D6) la enzym chinh hoat héa
thudc va cac chit gay ung thu, 14 chia khoéa dé kich
hoat qué trinh trao dbi chit giita cac Hydrocacbons
¢6 nhan thom, cdc amin di vong dan dén hinh thanh
céc phén tir DNA bét thuong tir d6 khoi ddu cho
qua trinh ung thu [3]. Caporaso nam 1990 [4],
Bouchardy nidm 1996 [5] da nghién ctru vé méi lién
quan giita ung thu phdi va CYP2D6

Dé gép phan hiéu rd hon v& méi lién quan gitta da
hinh G4268C cua gen CYP2D6 véi nguy co ung thu
phéi, chiing ti thuc hién dé tai nay nhim muc tiéu:

1. Xéc dinh tinh da hinh G4268C ctia gen CYP2D6
6 bénh nhén ung thu phdi va ngudi binh thudng.

2. Danh gid mdi twong quan gifta tinh da hinh
G4268C cua gen CYP2D6 & bénh nhan ung thu
phéi va ngudi binh thuong.

I. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Doi twong nghién ciru ,

Nhém bénh 1y: gdm 225 bénh nhén ung thu phdi

Nhém chimg: 200 ngudi trong chuo‘ng trinh
quén ly ting huyét 4p

2.2. Phwong phap nghién ciru

- Tach chiét DNA: DNA tong sé dugc tach
chiét tir cdc miu mau theo phuong phap sir
dung enzym protein K va phenol: chloroform:
isoamyl alcohol.

- K§ thuat PCR-RFLP (PCR- Restriction
Fragment Length Polymorphism):

- X4c dinh da hinh G4268C cua gen CYP2D6
bang ky thuat cét enzym gidi han:

- K¥ thudt giai trinh ty gen

III. KET QUA NGHIEN CU'U

3.1. Pic diém chung ciia nhém nghién ciru

Tudi trung binh bénh nhan ung thu phéi 60 +9.1
Nam 75%, Nit 25%. Nhom chimg tudi trung binh
66 + 9,4 Nam 65%, Nit 35%.

Ung thu phdi biéu mé tuyén chiém 51%. Ty 18
hit thubc 14 12 16% & nhém ung the phéi

3.2. X4c dinh tinh da hinh G4268C cia gen
CYP2D

Két qua xdc dinh da hinh G4268C ciia gen CYP2D6 bing PCR — RFLP
1 2 3 4

5 6 7

8 9 10 11 M

332 bp
229 bp
103 bp

200 bp

Hinh 1: San phim cdt enzym vimg G4268C ciia gen CYP2D6 bang enzym Eco911

Méau mang kiéu gen GG gdm mot bang DNA c¢6 kich thuéc 332 bp (giéng 9). Mau mang kiéu gen GC
gdm 3 bang DNA ¢6 kich thuéc 332 bp, 229 bp, 103 bp (giéng 4, 10). M4u mang kiéu gen CC gdm 2 bing
DNA ¢6 kich thuée 229 bp va 103 bp (gleng 1,2,3,5,6,7,8, 11) (Hinh 1)
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K&t qua gidi trinh tuw kiém tra dj dic hiéu ciia san phim PCR
Két qua cit enzym gi6i han duoc kiém tra lai bang k¥ thuat giai trinh tu gen

G/G G/C CIC

. } }

TCCTGGTGABCCCATCCCCC TGGTGACICCCATCCCCCTA TGGTGACCCCATCCCCT

Hinh 2: Két qua gidi trinh tw san phdm PCR mang doan gen G4268C cua gen CYP2DG6 trén DNA cua
bénh nhdn tuong tmg véi kiéu gen G/G; G/C; C/C.

3.3. Mbi twong quan giita tinh da hinh G4268C cua gen CYP2D6 & bénh nhin ung thw phéi va
ngwoi binh thwong

Bdng 1. Ty Ié kiéu gen ciia G4268C trén gen CYP2D6 ¢ nhém bénh va doi chimg

Kiéu gen Ungntl(l(;; )phéi Nh()l:n( ;:l)l'mg
GG 26 (11,6%) 28 (14%)
GC 127 (56,4%) - 51 (25,5%)
cC 72 (32%) 121 (60,5%)

Téng 225 200

Nhdn xét: Bang 1 dua ra sy phan bd kiéu gen va sy khac biét gitfa cac kidu gen & hai nhém bénh nhan
ung thu phéi va nhém chung.

Bang 2. So sanh sw phdn b6 kiéu gen CYP2D6 ciia nhom ung thu phoi va dbi chimg

Nhom Ung thw phoi Nhom chirng Két qui
2 9 ° (1]
Kiéu gen (72} n (%)
No C4268C (GG, GC) 153 (68%) 79 (39,5%) OR =325
cC 72 (32%) 121 (60,5%) (95% CI= 1,08 - 3,65)
GC 127 (63,8%) 51(29,8%) OR =415
cc 72 (36,2%) 121 (70,2%) (95% CI=1,27-5,94)

Bang 2 duara két qua phan bé kiéu gen nhém No C4268C bao gdm kiéu gen GG va GC ¢ nhom bénh
nhan ung thu phdi c6 ty suét chénh OR = 3,25 (95% CI = 1,08- 3,65) so v6i kiéu gen CC & nhoém d6i chimg.
Dic biét kidu gen GC clia nhém ung thu phdi cé ty suét chénh OR =4,15 (95% CI = 1,27- 5,94) so v6i kiéu
gen CC.
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Bang 3. Kiéu gen CYP2D6 6 BN ung thu phdi c6 hiit thudc i va gidi phdu bénh

Kidugen | hong C4268C L

. (GG, GC) CC Keét qua

Pic diem ’
/- A - 0

Hut thudc 14 28 (75,6%) 9 (24,4%) OR=16
Khéng hit thudc 14 125 (66%) 63 (34%) (95% CI= 1,15 - 2,36)
K biéu mb tuyén 67 (65%) 36 (35%) OR = 2,79
Déi chimg 79 (40%) 121 (60%) (95% C1=1,25 - 4,95)

Béng 3 chi ra nhém bénh nhén ung thu phdi bidu md tuyén c6 kidu gen khong C(GG, GC) ¢6 OR =2,79
(95% CI=125-4 ,95) so0 v6i gennotype CC nhém chirng. Nhém khéng C (GG, GC) ctia nhém bénh nhéin
ung thu phéi hut thude 14 ¢6 OR =1,6 (95% CI = 1,15 — 2,35) so véi gennotype CC ciia nhém khong hit

thudc 14.

IV. BAN LUAN

Hé théng CYP P450 déng vai tro quan trong
trong chuyén héa va bai tiét cac chét ndi sinh va
ngoai sinh, trong dé c6 cac chét gay ung thu khac
nhau nhu hydrocacbon ¢4 nhan thom, cic amin di
vong. Nitrosamine, thudc nhuém azo [61, [7].
Nhiéu cytochrome P450 14 cac chat gay ung thu,
trong khi nhiéu cytochrome P450 lai déng vai tro
1a nhitng thubc chéng ung thu. Do d6, cytochrome
dong vai tro quan trong trong viéc hinh thanh va
phat trién khéi u [8].

Két qua nghién ciu & bang 1 cta ching toi
cho thy, ty 1¢ kidu gen GG, GC, CC cuia da hinh
G4268C ciia gen CYP2D6 lan luot 13 11,6%;

- 56,4%; 32% két qua nay la tvong tu v&i nghién
clru ciia Kang Hui cing cong sy nam 2011 [9].
Véi két qua nghién ctru & bang 2 cho thiy su khac
biét c6 y nghia théng ké dbi voi s phan bé kiéu
gen khong C4268/C cia da hinh G4268C trén gen
CYP2D6 giita nhém bénh nhan ung thu phdi va
kiéu gen C4268/C nhém chiing véi ty suat chénh
OR = 3,25 (95 CI = 1,08 - 3,65). Pic biét kiéu
gen GC ciia nhém bénh nhén ung thu phdi c6 ty
sut chénh OR = 4,15 (95% CI = 1,27- 5,94) so
véi kiéu gen CC cia nhém chirmg diéu nay phd
hop véi két qua nghién ctru vé& da hinh G4268C
trén gen CYP2D6 cua Kang hui cing cong su
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nam 2011 [9], Zhanlin Guo ndm 2005 [10].

Véi két qua nghién ctu tai bang 3 cho thdy,
su phan bd kidu gen khong C4268/C ciia da hinh
G4268C trén gen CYP2D6 & nhitng ngudi ung thu
phdi c6 hit thudc 14 6 s khéc biét c6 ¥ nghia théng
ké véi ty sut chénh OR = 1,6 95% CI = 1,15 -
2,36) so v6i kiéu gen CC ¢ nhém bénh nhén khong
hit thubc 14. Ciing tai bang 4 két qua cho thiy, &
nhiing bénh nhan ung thu phdi c6 két qua giai phiu
bénh la ung thu biéu mé tuyén c6 kiéu gen khong
C4268/C khac biét c6 y nghia théng ké v6i OR =
2,79 (95% CI = 1,25 — 4,95) so v6i kidu gen CC
ctia nhém déi chig. Piéu nay hoan toan phi hop
v6i cac nghién ctru cuia céc tac gia dbi voi quén thé
ngudi Chéau A [9], [10].

V.KET LUAN

- Dé xac dinh duoc da hinh G4268C trén gen
CYP2D6 6 nhém ung thu phdi va nhém ching.

- Su phén b gitra cac kidu gen khong C4268/
C(GG, GC) da hinh G4268C ciia gen CYP2D6 &
nhém ung thu phdi 1a khéc biét c6 y nghia so véi
kiéu gen CC nhém ching, dic biét kiéu gen GC ¢6
su khac biét rat 16n. Gen CC ciia da hinh G4268C
gen CYP2D6 nhu 1a yéu t4 bao vé & ngudi khong
ht thubc 14.
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