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PAT VAN PE

Ung thu phoi 13 bénh 4c tinh phat trién tir biéu mé phé quén, tiéu phé
quan, phé nang hodc tir cac tuyén cua phé quan. Pay 1a loai ung thu thuong
gip nhat va 1a nguyén nhan gy tr vong cao nhét trong cac bénh ung thu &
nhiéu nudc trén thé gidi, cling nhu & Viét Nam. Mdi niam, trén toan thé gidi
udc tinh c¢o6 khoang 1,8 triéu nguoi méc va 1,59 triéu nguoi tor vong do ung
thu phoi. Tai My, theo bao cdo méi nhat nam 2016, udce tinh mdi nim c6
khoang 221.200 ca mac méi chiém 13% tong s cac truong hop dugc chan
doan ung thu va 160.340 nguoi tir vong do ung thu phdi, chiém ty 1& 28%
tong sd nguoi duoc chan doan ung thu [1],[2]. Tai cac nude thudc lién hiép
Anh, trong nim 2009 c6 khoang 41.428 ca mic moéi trong d6 co6 23.041
(56%) 12 nam gidi va 18.387 (44%) 1a nit gi6i [3]. Tai Viét Nam, ung thu phoi
dung hang dau ¢ nam gidi. Udc tinh ca nudc hang nim c6 khoang 6.905 ca
ung thu phdi mdi méc [4]. Tai khoa H6 hdp bénh vién Bach Mai, sd cac
truong hop ung thu phdi nhap vién ting déu hang nam, dimg hang tht hai chi
sau bénh phoi man tinh tic nghén [5],[6].

Theo phan loai ctia T6 chtrc y té thé gigi (WHO), ung thu phoi dugce
chia 1am hai nhém chinh duva trén dic diém mo bénh hoc 1a ung thu phéi
khong té bao nhé (UTPKTBN) va ung thu phdi té bao nho (UTPTBN), trong
d6 UTPKTBN chiém 80 - 85% [7].

Ngay nay, ngudi ta dd xac dinh dugc nhiéu nguyén nhan giy ung thu
phdi, trong d6 dai da sd ung thu phdi 13 do cac chat sinh ung thu va cac yéu td
tao u vao co thé theo dudng hat thude, héa chat giy ung thu va yéu té moi
truong. Hut thude 14 12 yéu td nguy co ciing nhu 13 nguyén nhén rd rang nhét
lién quan dén ung thu phoi. Theo nghién ctru cia My, hat thudc 1a nguyén

nhan cta 90% cac trudng hop dugc chan doan ung thu phdi, & Anh 12 87%.



Tuy nhién, nhitng bao céo cling chi ra rang chi 20% ngudi hut thude bi ung
thu phoi, diéu d6 cho thay nhimg bién thé di truyén va yéu t6 méi trudng khac
dong mot vai trd quan trong trong viéc hinh thanh va phat trién ctia bénh ung
thu phéi [8],[9].

Cytochrome P450 (CYPs) la mot lién ho 16n chira cac hemoprotein xuc
t4c rat nhiéu phan tng enzym khac nhau dé chuyén hoa cac hop chit ndi va
ngoai sinh [10]. Trong d6 CYP1Al va CYP2D6 la nhitng enzym cé vai tro
hoat hoéa cac chat gay ung thu sinh ra tir khoi thudc nhu nicotine va cac
hydrocacbon c¢6 nhan thom dé giam nguy co gy dot bién DNA [11]. Vi ly do
nao d6 nhitng ngudi mang gen CYP1A1, CYP2D6 bj dot bién lam giam kha
nang bao vé té bao phoi tir cac tac nhan trén dan dén bi UTP. Dé gop phan
hiéu rd hon vé méi lién quan giita cic dang da hinh thai don cac gen
CYP1Al, CYP2D6 va mot sd yéu td nguy co ctia bénh ung thu phdi, dé tai
“Sy phan bo kiéu gen CYP1A1l, CYP2D6 & bénh nhan ung thw phoi”
duoc tién hanh véi 2 myc tiéu:

1. Xdc dinh tj 1¢ va sw phédn b6 kiéu gen ciia mét s6 da hinh thdi don
trén cac gen CYP1Al, CYP2D6 6 nhém bénh nhin ung thw phéi va
nhom déi chirng.

2. Ddnh gid moi twong quan giiva cic dang da hinh thdi don cdc gen

CYP1A1l, CYP2D6 vdi mot sé yéu té nguy co 6 bénh ung thuw phéi.



CHUONG 1
TONG QUAN

1.1. Pinh nghia ung thw phoi

Ung thu phé quan hay ung thu phdi 1a bénh 4c tinh phat trién tir biéu

mo phé quan, tiéu phé quan, phé nang hoic tir cac tuyén ctia phé quan [5].
1.2. Dich té hoc ung thw phoi
1.2.1. Tinh hinh ung thw phéi trén thé gici

Céac dic diém lam sang cia ung thu phdi duge Laennec (1781-1826),
mot bac sy ngudi Phap mo ta lan dau tién trong y van vao nam 1805. Hon 100

nam sau (1912), Adler I da thu thap duoc 375 truong hop ung thu phoi.

Nam 1910 Alton Ochner (Pai hoc Washington) ghi nhéan 1 truong hop
ung thu phdi qua mo tir thi, 17 nim sau ghi nhan trudng hop tht 2 tai bénh
vién Charity & New Orleans (M¥), 6 thang sau d6 thém 8 truong hop khac, tat
ca déu la nam gidi nghién thude 1a. Khi do, tc gia goi bénh nay nhu 1a mot

bénh dich.

Theo WHO ung thu phoi ding hang dau ¢ nam (17,6%), dimg hang thir
nam & nir (5,8%) trong tong sd cac ung thu. Mdi nam, c6 khoang 660.000
truong hop ung thu phdi méi duoc phat hién. Theo théng ké cia WHO
(2012), ung thu phdi 13 nguyén nhan giy tir vong hang dau trong cac bénh
ung thu trén toan thé gidi, chiém gan 1/5 tong sb ca tir vong do ung thu. Sb ca
bénh ung thu phdi cling ngay cang gia ting, khoang gan 1,61 triéu bénh nhan
dugc chan doan ung thu phdi trén toan thé gidi tai thoi diém 2012, trong sé d6

c6 hon mot nira 12 s6 ca bénh nhan ung thu phdi ¢ cac nudc dang phat trién



[1]. Gan day, theo bdo cdo mdi nhat nam 2016 trén toan thé gidi c6 khoang

1,8 triéu ca ung thu phoi mdi phat hién va 1,59 triéu ca ttr vong do UTP [2].

u o data

less than 5

——

510
T 05
T 1520
20-25
2530
N 3035
3540
4045
4550
50-55
more than 55

Biéu d6 1.1: Ti I¢ tir vong do ung thw phéi theo b4o c40 nim 2016
(Global Cancer Facts & Figures 2016)

Tudi va giéi ciia ung thw phdi: Theo sd liéu cac ghi nhan ung thu trén
thé gidi, ti 16 mic ung thu phdi cia nam gidi cao hon & nir gidi, xét riéng vé
yéu té gdy ung thu phdi 13 thudc 14 thi phoi nhidm véi yéu t6 ndy ctia nam va
ctia nit cling rat khac nhau, nam giéi c6 ti 18 hat thudc va nghién thude 14 cao
hon nif, tuy nhién trong nhitng ndm gan day ti 1¢ hat thuéc & nam giam trong
khi d6 ti 1¢ hat thudc ¢ nit lai 6 xu hudng gia ting, vi vay 1am thay doi ti 1
méi mac ung thu. O My nam 2000 ti 16 miac méi ung thu phdi & nit cao gap 2
lan nam 1975, tr nam 1973 dén nam 1990 mdi nam trung binh ti 16 méi méc
theo tudi ting 4,1% trong khi tir nam 1990 dén nam 2000 trung binh chi ting
0,2%. Theo béo c4o mdi nhat nim 2016 cua Hoa Ky, ty 16 mic UTP ctia nam

va nit 1a 2,5/1 [2].



Tai Hoa Ky

Ung thu phdi 13 nguyén nhan hang dau gy tir vong cho ca hai gidi ¢
Hoa Ky, chiém khoang 28% tong s cac trudong hop tir vong do ung thu hang
nim. Nam 1999, ¢4 171.600 truong hop ung thu phdi mic méi. Nam 2007,
udc tinh ¢6 213.380 truong hop phat hién mdi, trong d6 udc tinh c6 khoang
114.760 ca ung thu phoi mdi phat hién & nam gidi va khoang 98.620 ca ung
thu phdi méi phat hién 14 nit gidi. Nam 2008 ude tinh c6 215.020 truong hop
mac méi. Nam 2010, wdc tinh c6 222.520 truong hop phat hién méi, trong d6
udc tinh c6 khoang 116.750 ca ung thu phdi méi phat hién ¢ nam gidi va
khoang 105.770 ca ung thu ph6i méi phat hién 1a nit giéi. Nam 2012 wdc tinh
6 226.160 truong hop mic méi chiém khoang 14% tong so cac loai ung thu
dugc chan doan. Bio cdo méi nhat nam 2016, udc tinh co6 khoang 221.200
truong hop miac méi ung thu phdi, chiém khoang 13% tong sé cac loai ung

thu duoc chan doan [1],[2].
1.2.2. Tinh hinh ung thw phéi tai Viét Nam

Céc ¢ gang dé tim hiéu ung thu phoi néi riéng va ung thu néi chung da
c6 tir nhitng nam 50 cta thé ky trudce, két qua nghién ctru cla cac tac gia déu
c¢6 chung mot nhan dinh nhiing loai ung thu hay gip nhat & nam gidi 13 ung

thu phoi, da day, gan...

Hién nay d c6 nhiing s6 liéu ghi nhan vé ung thu twong d6i chinh xé4c
va ¢6 thé dai dién cho tinh hinh ung thu cua ca nude. Theo s6 liéu vé ung thu
& Ha Noi va Thanh pho H6 Chi Minh giai doan 1995-1996, va tir d6 uéc tinh
chung ty 16 mic ung thu. O Viét Nam nim 2000, nam gi6i c6 khoang 36.021
nguoi mac ung thu phodi chiém ty 1& 91,5/100.000 dan va & nit gidi c6 khoang
32.786 nguoi, chiém ty 1& 81,5/100.000. Ung thu phoi dung hang dau ¢ nam

gidi. Udc tinh hang niam c6 khoang 6.905 ca ung thu phdi méi mic [4].



Cho t&1 nam 2004, theo cac ghi nhan vé dich t& hoc ung thu, ung thu phéi la
loai ung thu dung hang dau ¢ nam gidi voi ty 16 mac bénh ¢ Ha Noi 1a
39,8/100.000. Trong sd cac trudong hop ung thu phdi phai nhap vién thi c6 téi
62,5% khong c6 kha ning phau thuat [6].

Tai khoa H6 Hap Bénh vién Bach Mai, sb cac trudng hop ung thu phoi
nhap vién ting déu hang nam: 1969 dén 1972 c6 89 trudng hop ung thu phdi,
tir 1974 dén 1978 ¢ 186 truong hop, tir 1981 dén 1985 c6 285 trudng hop, tir
1996 dén 2000 c6 639 trudng hop, chiém 16.6% tong sb6 cac bénh diéu tri,
dung hang thir hai chi sau bénh phoi tac nghén man tinh [5].

Theo bao c4o méi nhat cia WHO, nam 2016, & Viét Nam, ung thu phodi
dung hang tht 2 chi dimg sau ung thu gan ¢ nam gidi ca ty 1& mac va ty 18 tur
vong. O nit ung thu phdi ¢6 ty mac dimg thr 2 sau ung thu v nhung c6 ty 1
tr vong dung dau trén tong s6 cac loai ung thu [2].

TOm lai, ung thu phoi trén thé gidi noi chung va & Viét Nam néi riéng
1a bénh pho bién trong tat ca cac loai ung thu. Day 1a bénh c6 tién luong xau
boi tién trién nhanh, di cin sém, phat hién bénh thuong & giai doan mudn. Do
vy kha nang diéu tri ngoai khoa ciing nhu cac bién phéap diéu tri khac rat han
ché. Viéc diéu tri ung thu phdi van con 1 van dé nan giai, it tién bo so véi cac
loai ung thu khac. Chinh diéu nay ching ta can quan tdm phat trién céc
phuéng phép, ki thuat chan doan sém cho nguoi bénh va tang cuong cong tac
du phong [7].

1.3. Céc yéu to nguy co lién quan dén ung thw phoi

Ngay nay, ngudi ta dd xac dinh dugc nhiéu nguyén nhan gay ung thu
phoi, trong d6 dai da s6 ung thu phoi 1a do cc chat sinh ung thu va cac yéu tb
tao u vao co thé theo duong hut thudc, héa chat giy ung thu va yéu té moi

truong, duge thé hién ¢ hinh dudi [12].
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Hinh 1.1. Vai tro cac yéu t6 nguy co giy ung thw phdi [12]

1.3.1. Thuéc ld

Tur “hut thude 14” ding ¢ day bao gom ca hut thude 14 va cac hinh thuc
tuong tu. TAt ca cac loai thude 14 déu ¢ tac hai nhu nhau ké ca nhirng loai
thudc c6 luong nicotine thap, thudc 14 khong khéi hay thudce it hac in... Thube
14 ngdy nay dang 1a vin dé y té cong cong nghiém trong va ddy ciing la
nguyén nhan giy tir vong can dugc ngin chin hang dau. C6 bang ching
thuyét phuc vé mdi lién quan giita hit thudc 1am ting nguy co ung thu phoi.
Hut thude co lién quan dén 90% cac truong hop ung thu phdi va 1a yéu t6
nguy co lién quan nhat ctia bénh ung thu nay. So véi ngudi chua timg hut
thudc, thi nguoi hat thude cé nguy co bi ung thu phodi cao hon 10 - 20 1an phy

thudc vao thoi quen va thoi gian hat [13],[14].
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(Nguﬁn www.dissertationtonic.net)

Khoéi thube 14 chia hon 4000 loai hoa chit, 200 loai c6 hai cho stc
khoe, khoang 60 chit gay ung thu trong s6 d6 c6 hop chit thom c6 vong dong
nhu: 3-4 benzopyren, cic dan chit hydrocacbon da vong c6 khi nito, aldehyt,
nitrosamine, ceton...[5]. Trong vong 40 nim gan day, mic du ham luong hac
in va nicotine da giam xap xi 3 1an, nhung lai co ting thém cac chat giy ung
thu khac nhu céc loai nitrosamine trong thudc 1a. Ngay nay, chi yéu cac loai
thudc 14 nhe chiém linh thi truong, gr:fm day chung dugc xem la it dgc hai hon
cac loai thudc 14 thong thuong. Tuy nhién, vi nhitng ngudi hat thude phai duy
tri lugng nicotine gy nghién, nén hiit cac loai thudc 14 nhe chira it nicotine s&
phai ding nhiéu diéu hon trong ngay. Thanh phan hoa hoc ctia thude 14 nhe va
thudc 14 thong thuong cling khac nhau, nén gay ra loai hic in gay dot bién gen
cling khac nhau va giy ung thu ciing nhiéu hon. Két qua 1a cac loai thudc 14

nhe khong kém doc hai hon va dugc xem nhu 1y do tai sao mé UTP bién d6i



tir cac loai ung thu t& bao vay thanh hau hét cac loai ung thu biéu mé tuyén
ngoai vi [15],[16].

Hut thudc 14 duge coi 1a yéu t6 nguy co chinh gy ung thu phoi, khoang
90% trong s cac ca dugc chan doan ung thu phdi trén Thé gidi 1a ngudi hit
thudc 14 [5]. Khoang 87% ung thu phdi duoc nghi 1a do hut thude 1a hoidc
phoi nhiém khoi thude 14 bi dong. Cac nghién ctru & Viét Nam tir dau thap ky
90 cta thé ky trude di khang dinh két qua twong tu [17],[18],[19]. Mic do
taing nguy co phu thudc vao: tudi bat dau hat (hit cang sém nguy co cang
cao), s6 bao-nim (cang 16n nguy co cang cao), thoi gian hat (cang dai nguy
co mac bénh cang 16n). Nhimg ngudi hat thude khong bé duoc c6 nguy co
ung thu phoi cao gap 20 lan so véi nguoi khong hit thude [5].

Theo Kthryn E. (2000), nhitng nguoi hat thudc 14 01bao/ngdy trong 40
nam cé nguy co bi ung thu phdi cao hon ngudi hut 02 bao/ngay trong 20 nam.
Céc nghién ctru ciing chi ra rang, ngay ca nhitng nguoi khong truc tiép hut
thudc 14 nhung thuong xuyén tiép xuc véi ngudi hit thude (hat thude 14 thy
dong) ciing c6 nguy co ung thu phdi rat cao.

Nhitng ngudi hit thude 14 nhiéu nim, nay ngimg hit sé dan dan giam
dugc nguy co bi ung thu. Tuy nhién, nguy co bi ung thu phdi ¢ nhimg ngudi
hut thude 14, tham chi d3 bo hut thuée dén hon 40 ndm van cao hon nhiéu so
v6i nhimg ngudi khong hut thude 14 [18].

Nguy co bi ung thu phéi ting cao khong chi ¢ nguoi hit thude 14 ma ca
& nhitng ngudi hut thude 14 thu dong, ngudi bi hit hoi khéi thude 1au ngay co
nguy co ung thu phdi cao hon 1,5 lan so v6i ngudi khong hut [19].

Theo thong ké ctia Hiép hoi ung thu Hoa Ky, phu nit hit thudc 14 c6
nguy co mac ung thu phdi cao gap 25,7 1an so véi nhimg phy nit khong hut
thudc 14. V&i nam gidi hit thude 14 ¢6 nguy co mic ung thu phdi so véi ngudi

khong hut thube 14 cao gap 25 lan. Hut thude 14 12 nguyén nhan gay 87% ca tir
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vong do ung thu phéi & nam gidi va 70% ca tir vong do ung thu phdi & ni

gidi [1].
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Biéu d6 1.2: Méi lién quan giira thuoc 14 va UTP tai Hoa Ki

(National Cancer Institute’s Surveillance of US)

1.3.2. Cdc yéu té nguy co khdc
O nhiém khong khi

Nguy co mic ung thu phdi ngay cang ting theo qua trinh cong nghiép
hoa va 6 nhidém méi truong. Ngudi ta nhan thay rang ung thu phdi phét sinh
nhiéu hon & nhitng nudc c6 nén cong nghiép va giao thong van tai phat trién,
trong timg nudc ty 1 ung thu phdi & thanh thi cao hon ¢ ving ndng thén.
Nghién ctru thuc nghiém va phén tich hoa hoc da chiing minh nguyén nhéan
giy ung thu ctia nhimg chat thai ra cua cong nghiép [20]. Cac bui amiante,
berylli khi hit vao phdi lam ting kha ning mic ung thu phdi. Cac cdng nhan
khai thac hodc tiép xtic thuong xuyén véi amiante ¢6 nguy co ung thu phoi
cao gip 7 lan ngudi khong tiép xtc. Su tiép xdc véi nickel, crom, thach tin,
than, nhya, khi d6t, dau mo, khéi dong co diezen ciing gop phan 1am ting

nguy co mac bénh.
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Coyle HG va cong su (2006) nghién ctru trén 81.132 truong hop ung
thu phdi ¢ Texas - My tir nim 1995-2000, nhan thay hit phai khéng khi c6
chira k&m, dong va crom c6 lién quan dén ty 1¢ ung thu phoi [21].

Bén canh d6, gan day, Hung HS va cong su (2007) da chi ra rang hoi
bdc 1én tir ddu ndu lam e ché cac protein trong chu trinh chét theo chuong
trinh, do vy lam tc d6 phat trién cta cac té bao ung thu phdi nhanh hon [22]

Raymanakumar AV va cong sy (2007) nhén thay, nhitng phu nit c6 tiép
xuc thudng xuyén véi cac chat dot sudi Am hodc dun nau co nguy co ung thu phoi
cao gip 2,5 lan so v&i nhitng ddi tugng khong tiép xuc thuong xuyén
[23].

Burc xa ion hoa

Birc xa ion hoa c6 thé gy ung thu ¢ hau nhu tit ca cac co quan trong
d6 ¢O ung thu phoi. Ngudn birc xa chinh 1a tir birc xa thién nhién, céc tia vii try,
dat, vat liéu xay dung, nguén do chinh con nguoi tao ra trong chan doan y hoc

Theo Revich B va cong su (2001), nhimng céng nhan tiép xuc véi phong
xa ¢6 nguy co UTP cao hon, tuy nhién tac gia cling nhan manh, nguy co ung
thu ting cao con lién quan mot phan véi 16i song cua céng nhan & nhiing
vung tho mo [24].

Cdc bénh 6 phé quan phéi

Chéan thuong xo seo & phdi, lao phdi c6 thé phdi hop véi ung thu. Ngudi ta
cho rang lao phdi lam giam mién dich, trén cac seo nhdi mau cil, dic biét 13 viém
phé quan man tinh ¢6 di dang biéu bi lam ting nguy co ung thu phdi [5].

Tuéi va gii

Céc nghién ctru da chi ra ung thu phoi thuong gip nhiéu nhat & tudi 40
dén 60 tudi, dudi 40 tudi it gap va trén 70 tudi ty 1é cling thap. Tuy nhién, ung
thu phéi c6 thé gip & bat ky tudi nao [5].

Ché do an uong
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Mot vai bao céo chi ra rang: bita an it rau va hoa qua c6 thé 1am ting
kha nang ung thu phoi néu c6 phoi nhidm véi khoi thude 1a. Co bang chimg
ngay cang rd rang 1a hoa qua twoi va rau sach bao vé con nguoi chdng ung thu
[23]. Ciing theo Revich B va cong sy thi phoi nhiém véi dioxin qua tiép xtic
truc tiép hodc qua an udng cling lam ting nguy co mac ung thu phoi [24]. An
nhiéu nhitng thuc phim nudng, chién cd nguy co bi ung thu cao hon.

1.4. Chén doan va phan loai ung thu phoi
Chan doan xac dinh.

- Chan doén xéac dinh ung thu phoi dua vao cac triéu chiung 1am sang,
tham do chan doan hinh anh (X quang, cét 16p vi tinh, ndi soi phé quan), xét
nghiém mo bénh hoc va té bao hoc.

- Tuy nhién, két qua mé bénh hoc, té bao hoc tir cac bénh pham lay qua
soi phé quan, sinh thiét, choc hut qua thanh nguc, dich mang phéi, hach
thugng don... ¢ té bao, to chitc ung thu. Pay 1a tiéu chuan vang dé chan
doan xac dinh ung thu phoi [5].

Phan loai ung thw phoi

Phén loai TNM, xép giai doan ung thu phdi khong té bao nhé. Bang
phan loai nay duoc ap dung tir ndm 2007 tai khoa H6 Hap Bénh vién Bach
Mai [25].

Phan loai TNM cua Mountian CF [26] dua trén ba tiéu chi: T: Khdi u,
N: Xam lan hach, M: Di cin xa

T: khéi u

- TX: khong danh gia duoc khéi u nguyén phat, hodc tim thiy té bao
ung thu & dom hodc & dich rira phé quan nhung khong tim thay & chan doan
hinh anh hodc ndi soi phé quan.

- To: khong phét hién duoc bang ching nao cua u nguyén phat & phoi.

- Tis: ung thu biéu mo6 tai chd.
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- T1: khéi u c6 kich thudc 16n nhat <3cm, duoc bao quang béi nhu md
phoi hodc mang phdi 14 tang, khi soi phé quan khong xam lan t6i phé quan gbc.

- T2: khdi u c6 mot trong cac dac diém vé kich thudc hodc mirc lan :

+ Kich thudc 16n nhit > 3cm

+ X4m lan vao phé quan gbc, nhung cach cwa khi phé quan > 2cm

+ X4m l4n vao mang phoi 14 tang

+ Xep hodc viém phéi sau tic PQ di kém c6 thé vuot qua ving
ron phéi nhung khong chiém toan bd mot phoi

- T3: khdi u kich thudc bat ky nhung c6 xdm 1an vao mdt trong cac
thanh phan sau: thanh nguc, co hoanh, mang phoi trung thét, 14 thanh mang
tim, hodc khdi u ¢ trong PQ gdc cach cua khi quan < 2 cm nhung khong xdm
14n vao nd, hoic kém voi xep hodc viém toan by mot phéi do tic PQ.

- T4: khéi u kich thudc bat ky nhung c6 xam lan vao mét trong céc
thanh phén sau: trung thét, tim, cac mach mau 16n, khi quan, thuc quan, than
d6t séng, cua khi phé quan, mot hodc vai ndt u ¢ cing thiy v6i khdi u chinh,
khéi u véi TDMP c6 TB éc tinh.

N: hach vung

- NX: khong danh gia duoc hach ving

- No: khong ¢6 di can vao hach vung.

- N1: di can hach quang phé quan ciing bén va / hoic hach rén phoi va
hach trong phdi cliing bén, bao gdm ca sy xam lan truc tiép ctia khbi u vao cac
hach dé.

N2: di cdn dén hach trung that cing bén va / hoic hach dudi cua khi
phé quan.

N3: di can dén hach trung that ddi bén, hach rén phé)i ddi bén, hach co
bac thang cung bén hodc ddi bén hodc hach thuong don.

M: di can

- MX: khong danh gia duoc di can xa
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- Mo: khoéng c0 di can xa

- M1: c6 di can xa, bao gém ca viéc co cac khdi u nho thuy phoi khac.
Xép giai doan ung thu phoi khong té bao nhé.

- Ung thu biéu m6 an: TxNoMo

- Giai doan 0: TisNoMo

- Giai doan IA: TINoMo

- Giai doan IB: T2NoMo

- Giai doan ITA: TIN1Mo

- Giai doan 11B: T2N1Mo, T3NoMo

- Giai doan IIIA: TIN2Mo, T2N2Mo, T3N1, 2Mo

- Giai doan IIIB: moi T, N3Mo ; T4, moi N, Mo

- Giai doan IV: mo1 T, moi N, M1

Giai doan I: gom cac bénh nhan khong c6 bang chimg xam lan hoic di
cin xa. Cac bénh nhan nay 1a cac ing vién tot nhat cho phau thuat.

Giai doan II: gdm céac bénh nhan c6 bang chimg xam lan hach nam
trong phoi: hach trong nhu mé, quang phé quan hodc ron phoi nhung cac hach
nay con nam bén trong 14 tang mang phdi, khong c6 di can xa.

Giai doan III: gdm cac bénh nhan ung thu phdi da tién trién trong 1ong
nguc. C6 bang chimg xam l4n hach ndm trong phoi: hach trong nhu mo,
quang phé quan hodc rén phoi nhung cac hach nay con nim bén trong 14 tang
mang phoi, khong cé di cin xa.

Giai doan IV: gom cac bénh nhan UTP d4 di can xa.

Phin loai ung thw phdi theo té bao mé bénh hoc.

Theo phan loai mé bénh hoc ctia T6 chire Y t& Thé gidi nam 2004 cho
cac khdi u phdi va mang phdi, cac ton thuong dugc chia thanh 9 type va céc
bién thé nhu sau [27]:

1. Ung thu biéu mé vay

Céc bién thé:
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1.1. Dang nhu
1.2. Té bao sang
1.3. Té bao nhd
1.4. Té bao dang day
2. Ung thu biéu mo té bao nho
3. Ung thu biéu m6 tuyén
3.1. Dang nang
3.2. Dang nhu
3.3. Tiéu phé quan phé nang
3.3.1. Khong ché nhay
3.3.2. Ché nhay
3.3.3. Hon hop ché nhay va khong ché nhay hay loai té bao trung gian
3.4. Ung thu biéu m6 tuyén dic voi chit nhay
3.5. Ung thu biéu mo tuyén véi cac dudi nhom phic hop
3.6. Céc bién thé:
3.6.1. Ung thu biéu md tuyén bao thai biét hoa cao
3.6.2. Ung thu biéu mo tuyén ché nhay "dang keo"
3.6.3. Ung thu biéu mé tuyén tai ché nhay (Cystadenocarcinoma)
3.6.4. Ung thu biéu mé tuyén dang nhan khac
3.6.5. Ung thu biéu mé tuyén té bao sang
4. Ung thu biéu mb té bao 16n
Bién thé
4.1. Ung thu biéu mb té bao 16n than kinh noi tiét
4.1.1. Ung thu biéu md té bao 16n than kinh ndi tiét phdi hop
4.2. Ung thu biéu mb té bao dang day
4.3. Ung thu biéu md dang biéu mé lympho
4.4 Ung thu biéu mo té bao sang
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4.5. Ung thu biéu mé té bao 16n vé6i kiéu hinh dang u co tron
5. Ung thu biéu m6 tuyén- vay
6. Ung thu biéu md v&i cac thanh phan da hinh thé, sarcome va dang
sarcome

6.1. Ung thu biéu mo véi cac t& bao hinh thoi va / hodc t& bao khong 16

6.1.1. Ung thu biéu mo da hinh thé
6.1.2. Ung thu biéu mé té bao hinh thoi
6.1.3. Ung thu biéu mé té bao khong 16

6.2. Ung thu biéu mo- sarcome

6.3. Ung thu nguyén bao phoi

6.4. Cac loai khac

7. U carcinoid
7.1. U carcinoid dién hinh
7.2. U carcinoid khong dién hinh
8. Ung thu biéu mo dang tuyén nudc bot

8.1. Ung thu biéu mé dang biéu bi-nhay

8.2. Ung thu biéu mé tai dang tuyén bach huyét

8.3. Cac nhom khac

9. Ung thu biéu mo khong xép loai

Theo mo hoc, ung thu phéi dugc chia lam hai loai chinh do6 la: ung thu
phdi té bao nhod (SCLC: small cell lung carcinoma) va ung thu phdi khong té
bao nhé (NSCLC: non-small cell lung carcinoma).

Ung thu phdi té bao nho (SCLC: small cell lung carcinoma): loai ung
thu nay chiém tir 15-20% cac trudng hop ung thu phdi. Loai ung thu nay
thuong xdy ra trén nhitng ngudi hat thude, rat hiém d6i véi nhimng nguoi chua
hut thude bao gid.

Ung thu phdi khong té bao nho (NSCLC: non-small cell lung
carcinoma): chiém 80-85% cac truong hop ung thu phdi. Co rat nhiéu loai té

bao ung thu trong ung thu phoi khong té bao nhé nhung c6 ba loai chinh hay
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gip trén 1am sang d6 13: ung thu té bao vay, ung thu té bao biéu moé tuyén va
ung thu t& bao biéu mo 16n. Ung thu té bao vay 1a loai thuong gip nhit cua
ung thu phéi nguyén phat.

TS 3 g N -

P L T ey ot S %
Ung thw té bao biéu mé tuyén Ung thw té bao vay

ol P —

L I Yo o aq st s 4
- - x. 3D “ 4
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ey %‘.‘ : '5.15 |

;
fis
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¥

e

Ung thu phdi té bao Ién ' Ung thw phéi té bao nhd

(Nguén: www.cancergrace.org)

Ung thu phdi co thé khong phai bit ngudn tir phdi (ung thu phoi
nguyén phat) ma con cé thé 1a do cac té bao ung thu & co quan khac di cian
dén phoi, duoc goi 1a ung thu phdi thir phat.

1.5. Chién lwge méi trong diéu tri ung thw phoi

Hon 10 nim qua nguoi ta da nhan thay rang viée st dung cac thude hoa
chét truyén théng di dat dén mirc cao nhat co thé trong diéu tri UTP. Hoa chat
khong thé phan biét giita té bao ung thu va té bao lanh nén viéc st dung
nhiing thube nay thuong bi han ché boi doc tinh toan than va thuong gap la
cac tac dung phu anh hudng téi lidu va lidu trinh diéu tri. Mic du hoa chét 1a
mot bién phap diéu tri thich hop cho nhiéu bénh nhan UTP nhung van con

nhiéu van dé can cai tién.
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Nhitng hiéu biét ctia con ngudi vé sinh hoc ung thu d3 ting 1én, nhiéu
dich méi cho diéu tri da dugc phat hién. Trong khudn kho luan an nay chung
t6i xin phép dua ra mot s6 chién luoc méi trong diéu tri ung thu phéi.

1.5.1. Diéu tri bang thuéc irc ché Tyrosin kinase trong ung thw phoi.

B6 gen ngudi md hoa cho hon 500 protein kinase c¢6 lién quan dén mot
s6 bénh khac nhau, trong d6 c¢6 ung thu. Phuong phap diéu tri bang thudc e ché
Tyrosin kinase 1a phuong phap ding thudc tac dong vao thanh phan Tyrosin
kinase ctia cac thu thé trén bé mit té bao nham pha v& dudng dan truyén tin
hiéu nd1 bao. Hién nay, céc thudc tc ché EGFR tyrosin kinase 1a mdt budc
tién moi da duoc thir nghiém c6 hiéu qua trén 1am sang [28].

1.5.2. Piéu tri ung thw phéi bang thuéc chéng sinh mach.

Mach mau c6 vai trd quan trong mau chét song con cia té bao khéi u,
trong phat trién va di can. Cac khdi u, giong nhu bat ky cac mo khac, co thé
nhan oxy va cac chit dinh dudng boi khuéch tan ti khi chiing phat trién dén
duong kinh 1-2mm. Phat trién hon nita doi hoi phai tao thanh cac mach mau
méi. Khong c6 cung cip mau day du, cac khdi u khong thé phat trién qua kich
thude tiéu chuan nay ciing nhu khong thé di can xa dugc. Nhitng nguyén 1y
nay goi ¥ rang phat trién mach mau c6 vai tro cha chdt trong nhiéu bude va
theo 1an luot cua tién trién va di cin cta ung thu. Hai chién lugc méi bao
gom: diéu tri khdang mach va khang tao mach, trong d6 diéu tri khang mach
nham vao va pha hay c6 chon loc cac mach mau hién c6 cua khdi u b?mg cach
khai thac khac biét vé ciu triic va sinh Iy hoc gitta mach mau khdi u va cua
mo lanh. Trai lai, cac tac nhan trc ché tao mach sé& trc ché tao thanh mach mau
m&i tir cAu triic mach co trude [28].

1.5.3. Ligu phdp diéu tri gen

Liéu phép diéu tri gen 13 mot thr nghiém truc tiép dung k¥ thuat di

truyén hoc phan tir trong diéu tri UTP. Nhitng cach tiép cin co ban liéu phap

gen rat da dang va dugc quy vao ba nhom.
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- Cai bién dap ung vat chu voi khdi u, nhu gay ra mién dich hoic thay
d6i nhitng d4p Umg gen tao mach
- Gay tac dong chong khéi u truc tiép hodc gian tiép bang cac gidi thiéu
vat chat di truyén tac dong truc tiép dén té bao ung thu dé dung ting
truéng hodc tidu diét té bao do.
- Nhan virus séng trong té bao u 1én dé truc tiép phan huy khoi u [28].
1.5.4. Diéu tri mién dich trong ung thw phéi.

Nhitng bang chimg vé gen hoc da chi ra 1a ung thu xuat hién tir thay do6i
ciia mot loat cac phan tir din dén bién ddi va khong con kha ning han ché
sinh san, té bao tré thanh bat tir, nhan 1én v han khong kiém soat duoc dan
dén hau qua 1a chét nguoi do cac khdi u phat trién - d6 13 ung thu. Nhiing thay
d6i nay thuong duogc thé hién bang biéu 16 cac protein bat thuong (dot bién,
biéu 16 qua muc, hoic biéu 16 & nhimng cai binh thudng khong c6) qua déanh
dau nhitng té bao khdi u ngoai lai, hodc it bién d6i té bao xuat hién tai khéi u
do khac biét gitra ngudi méc bénh va nguoi khoe manh, sau do 1a céac té bao
binh thuong va ac tinh. Do dé, nhiing protein duoc ma hoa boi cac gen biéu 16
bat thuong s& dugce trinh dién cho hé théng mién dich, dé lam giam cac khang
nguyén hoic loai bo khbi u. Tir d6 nguoi ta da tap trung nghién ciru co ché
dap tng mién dich véi nhitng khéi u trong linh vuc 1am sang. Truyén nhiing
té bao mién dich va tiém chung 1a dai dién cua hai linh vyc nghién cuu tich
cuc st dung cac phuong phap tao ra cac té bao lympho dic hiéu véi khang
nguyén biéu 16 bat thuong bai té bao ung thu [28].

1.6. Sinh hoc phén tir ung thw phoi

NGi chung nguoi ta thudng chip nhan rang, sy phat sinh ung thu &
ngudi ¢o lién quan dén sy tich tu nhiéu bat thuong phan tir theo thoi gian.
Nhitng bién d6i d6 dan dén sy thay d6i & muc té bao hoc, c6 thé phan thanh 6

con duong dudi day [29]
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1. Sy tich tu nhimg bat thuong do dot bién trong cac gen tién ung thu

to1 ung thu.

2. Mét tinh nhay cam véi cac tin hiéu khang ung thu do két qua cua

cac dot bién gy anh hudng dén cac gen kiém ché khéi u.

3. Sy lan tranh chét theo chuong trinh do diéu hoa 1én cac phan tir

khang apoptosis hodc diéu hoa dén cac phan tir tién apoptosis.

4. Tiém nang sao chép khong gidi han do kich hoat telomerase

5. Duy tri su tao mach cho cac té bao tién ung thu

6. Kha nang xam l4n mé va kha ning 1an t6i nhitng vi tri xa

Nhiing bién d6i phan tr c6 thé xay ra & muc diéu hoa gen 1én hoic
xubng, bién doi trinh ty DNA (d6t bién diém), mat tinh di hop tir (tirc 13 bi
x0a di mot ban sao trinh tr DNA cua allele), khuéch dai cac doan DNA hoic
toan bo nhiém sic thé c6 thé thu dugc hodc mat di tinh bat 6n hé gen mot
cach dong thoi ciing nhu nhiing thay d6i & DNA.,

Nhiing tién bo trong sinh hoc phan tir va di truyén hoc da tac dong dang
ké dén nhimng tién bo trong viéc 1am sang td co ché bénh sinh ciia ung thu
phéi. Nhiéu nghién ctru cho thdy, rd rang 1a c6 trén 20 bién d6i di truyén khéc
nhau da dugc tich lily trong qua trinh sinh bénh ciia ung thu phoi di rd rang
vé 1am sang, d6 13 mot qua trinh phan dong voi nhiéu bude. Nhu vay, cho dén
nay hau hét cac bién doi da duoc phat hién 13 cac dot bién bat hoat va mat cac
gen kiém ché khéi u ciing nhu biéu hién qua muic cac gen ung thu thic day ting
truong. Gan day hon, sy bat hoat ctia cac gen kiém ché khdi u do cuong methyl
hoa dugc phat hién. Nhitng bat thuong di truyén dong dau xay ra & biéu mé phé
quan tién ung thu bi ton hai do hut thudc hodc cic gen sinh ung thu khac da
duogc xac dinh. Nhing su phan biét phan tir gitta ung thu phoi té bao nho va ung
thu phdi khong t& bao nho ciing nhu giita cac khéi u ¢6 khic nhau vé két qua
lam sang ciing dd dugc mo ta [29]. Dudi day 1a co ché phan tir gdy UTP.
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1.6.1. Nhiing gen lién quan dén ung thw phoi
s KRAS: (Kirsten rat sarcoma vius)

KRAS 1a thanh vién ctia ho céc tién gen ung thu RAS (bao gdm KRAS,
HRAS va NRAS & nguoi) va ma hoéa cho mét protein G ¢6 vai tro quan trong
trong viéc kiém soét con duong truyén tin hiéu diéu hoa su tang sinh, sy biét
hoa va sy sdng sot cia té bao. La cac gen tién ung thu quan trong trong phat
trién ung thu phdi. Protein RAS duoc lién két véi guanosine diphosphate
(GDP) va lam bat hoat trong cac té bao yén ning binh thudng. Co mot su
chuyén d6i nham kich hoat dang lién két guanosin triphosphate (GTP) sau khi
hoat hoa cac receptor yéu td ting trudong thuong ngudn.

Khoang 20 - 30% cac truong hop ung thu phoi biéu md tuyén va
khoang 15 - 20% cac trudng hop ung thu phoi khong té bao nho néi chung co
dot bién cac gen RAS tai cac codon 12,13 hodc codon 61 nhung cac dot bién
nay hiém gip trong ung thu phdi té bao nhé. Trong ung thu biéu mo tuyén
ctia phoi, dot bién gen KRAS chiém khoang 90% cac dot bién ctia ho gen
RAS. Khoang 85% céac dot bién gen xay ra & codon 12 [30],[31].

s EGFR (Epidermal Growth Factor Receptor)

Sy bién ddi cua gen EGFR c6 lién quan dén sinh bénh hoc cta nhiéu
ung thu, bao gém ca ung thu phoi khong té bao nhé. Gen EGFR ma héa cho
viing tyrosine kinase van chuyén qua mang. Gen EGFR c¢ lién quan dén su
diéu hoa nhiéu chirc ning té bao ung thu nhu sy ting sinh, su séng sot va biét
héa té bao, su tao mdi mach, sy xdm 1an va di can.

Su kich hoat cac dot bién gen EGFR da duoc bao cao voi khoang 10
dén 15% bénh nhan & cac nude chau Au va 30 dén 40% cac nude khu vuc
chau A. Su khac biét trong cac bdo cao vé ty 1& cac dot bién gen nay cé thé
lién quan dén ching toc, dia du khac nhau, nhung ciing con phu thudc vao do

nhay cua cac k¥ thuat phan tich dot bién gen duogc sir dung trong cac nghién
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ctru. O ung thu phdi khong té bao nho, nhitng dot bién gen EGFR xdy ra dau
tién & 4 exon cia domain tyrosine ndi bao, thong thuong nhat 1a exon 19
trong khung x6a (khoang 45%), trong d6 c6 trén 20 bién thé, phd bién nhat 1a
delE746-A750. Cac dot bién EGFR phd bién tiép theo 1a cac dot bién sai
nghia, dac biét 1a L858R, mot dot bién diém nucleotide don & exon 21 dan
dén su thay d6i mot acid amin don tir leucine thanh arginine ¢ codon 585
(khoang 40%).

Trong ung thu phoi, hau hét cac dot bién gen EGFR xdy ra ¢ ung thu
biéu mé tuyén mic du cling dugc phat hién trong ung thu té bao vay. Dot bién
gen EGFR 14 kha pho bién chir khong phai chi phat hién thiy ¢ cac bénh nhan
1a nit tré va khong c6 tién sir hut thude. Cac dot bién gen EGFR rét hiém xay
ra & ung thu phoi loai té bao vay. Tuy nhién phan tich hé gen toan dién cia
188 mau SCC d3 xac dinh dugc 2 dot bién gen EGFR ¢ 2 truong hop [30].

% Céac gen tién ung thw MYC:

Céac gen tién ung thu MYC thudc ho cac gen lién quan (C-MYC, N-
MYC, L-MYC) ching ma héa cho cac yéu t6 sao chép, kich hoat cac gen lién
quan dén kiém soat ting trudng va apoptosis. Nhitng bat thuong phén tir co
lién quan dén gen MYC hodc mat diéu hoa sao chép cua chiung dugc phat
hién 12 mot co ché phan tir quan trong trong bénh sinh hoc ung thu phoi ¢
nguoi. Bat thuong pho bién nhét c6 lién quan dén cac thanh vién MYC trong
ung thu phdi 1a sy khuéch dai gen hay chi biéu hién qua muc gen ma khéng
c¢6 su khuéch dai gen [30]. Richardson va Johnson, qua 17 céng trinh nghién
ctru két luan rang 36/200 khéi ung thu phdi té bao nho (18%) va 38/122 khéi
ung thu phoi khong té bao nho (31%) c6 khuéch dai gen ho MYC.

1.6.2. Gen &p ché khoi u
Céac gen ap ché khoi u 1a nhan t6 diéu hoa 4m quan trong ddi véi su

tang trudong binh thuong cua TB. Mat chirc ning gen ap ché khdi u 1a mot co
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ché quan trong sinh ung thu, n6 doi hoi bat hoat ca hai allele. Trong mot allele
thi gen cé 1¢ thuong bi bat hoat do dot bién, yén lang epigenetic hodc cac sali
léch khac, trong khi d6 allele thir 2 thudng bi bat hoat thong qua mat di hop,
theo d6 mot vung ctia NST bi mét di do dut doan, chuyén vi khong tuong hd
hoic tai t6 hop phan bao. Trong ung thu phdi, cac gen ap ché khéi u thudng
bi bat hoat 1a TP53, retinoblastoma 1 (RB1), serine-threonin kinase 11
(STK11, CDKN2A, FHIT, RASSF1A va PTEN) [30].
< Gen 4p ché khoi u TP53 (P53)

TP53 dinh vi trén nhiém sic thé 17p13, ma hoa cho mot
phosphoprotein nhan 53kDa va gan v6i ving DNA bi ton hai, dong thoi tac
dong nhu mot yéu t6 sao chép, kiém soat sy biéu hién cua nhiéu gen khac
nhau. Sy ton hai DNA 13 mot nguyén nhan gy ung thu. Bat hoat TP53 1a mot
trong nhimg bat thudng di truyén quan trong nhat trong UTP. Hién twong méat
moét allele 17p13, ¢ chira locus TP53, xay ra trong 90% ung thu phdi té bao
nho va khoang 65% trong ung thu phdi khong té bao nho. Cac dot bién bat
hoat & TP53 (chu yéu 13 cac dot bién sai nghia bén trong ving gin DNA) da
dugc bao céo chiém khoang 80-100% ung thu phoi té bao nho. Cac dot bién
TP53 phéat hién dugc it nhat 1a 81% & ung thu phdi té bao vay nhd phén tich toan
dién vé di truyén. Pho dot bién ctia TP53 ciing khac nhau giita ngudi hut thude
va khong hit thudc lién quan dén cac ung thu ¢ tan sé chuyén doi G thanh T
cao dang ké so voi chuyén ddi G thanh C va su chuyén dbi G thanh A. Céc dot
bién cua gen TP53 c6 thé xay ra ciing vai cac dot bién gen EGFR va gen KRAS.
Gen TP53 déng vai trd quan trong trong ung thu phdi va nhitng ung thu khéc

v6i hang nghin diém dot bién duoc nghi nhan [32].
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< Gen ap ché PTEN (Phosphatase Tesin Homolog Deleted on

Chromosome Ten)

Gen PTEN ma hda cho mot phosphatase protein va lipid trén nhiém sac
thé s6 10923 tc ché con duong tin hiéu PI3K/AKT/mTOR do su
dephosphoryl hda P1-(3,4,5)-triphosphate. Su mat chirc ning cta gen ap ché
khéi u PTEN din dén kich hoat lién tuc AKT/protein kinase B khong phu
thudc lién két ligand. Cac dot bién gen PTEN x4y ra rat hiém, chi khoang 5%
& ung thu phdi khong té bao nhd, & ung thu phdi té bao vay thi phd bién hon
(10,2%), con & ung thu phoi biéu mo tuyén 1a (1,7%) va cé lién quan dén tién
str hut thude 14 [32].

< Gen ap ché p21:

Gen p21 (WAF1 hoac CIP1) dugc coi la gen dich ctia gen p5S3 trong
qua trinh e ché khéi u, chiing tc ché sy ting trudng té bao ung thu & phase
G1 trong chu trinh nhan 18n cta té bao. Mic du khong dot bién trong ung thu
phéi, nhung sy biéu hién qua mic cua p21 duoc thiy & 65% - 75% cua ung
thu phoi khong té bao nho, dic biét & nhimng khdi u da duoc biét hoa r6. Ty 18
thuong gip cao nay goi y rang p21 c6 biéu hién doc lap véi su thay thé cua
p53. Trong mot nghién ctra khic vé ung thu phdi khong té bao nho, sy hién
dién dong thoi ciia p21 va TGF-B1 du bao thoi gian séng kéo dai hon so véi
su hién dién don 1¢ cua riéng timg yéu t nay [33].

% Gen &ap ché khoi u RB (retinoblastom gene - RB).

Gen RB, nam trén vi tri 14 canh dai nhiém sic thé 13 (13q14) va san
pham protein ctia nd 1a mot phosphoprotein nhan duge xac dinh trude tién & u
nguyén bao véng mac & tré. Protein RB két hop vai p53 trong viée diéu hoa
va kiém soat tién trinh chu ky té bao, mic do sao chép va sy can bang giira
tang sinh va biét hdéa TB. Cac dot bién RB bao gé)m cit x6a, dot bién Am thim

va ghép doan, thuong dan dén viéc xo6a gen RB. Mot vai nghién ciru vé dot
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bién gen RB cho thay hau hét cac dot bién xay ra & cit doan RB. Bit hoat ca
hai alen RB thuong gip trong ung thu phdi. Cac bat thudng vé protein RB
thay trong khoang 90% cac UTPTBN va 15-30% cac UTPKTBN. Khong hoat
dong gen RB lién quan t6i tién luong xdu trong UTPKTBN, dic biét giai
doan I va II [34],[35].

1.7. Dau 4n sinh hoc phan tir cac gen CYP1A1, CYP2D6 trong chu trinh
chuyén héa Cytochrome P450 va ung thu phdi

Céu triic phén tir.

Cytochrome p450 (CYPs) 1a mot lién ho 16n chira cac hemoprotein, co

c4u tric phirc tap.

Hinh 1.5. Cau tric phén tir Cytochrome p450

Nguon: www.tifr.res.in
Co ché phén tir

Cytochrome P450 (CYPs) 1a mdt lién ho 16n chira cdc hemoprotein xuc
tac rat nhiéu phan tng enzym khac nhau dé chuyén héa cac hop chit ndi va

ngoai sinh [10]. Cac CYPs nhém 1-3 (CYP1-3) chil yéu chuyén hoa cac hop
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chat xenobiotic, trong d6 c6 cac chat gdy ung thu. Cac nhom CYPs khac tham
gia vao viéc chuyén hoa cac hop chat noi sinh nhu vitamin D, retinoic acid,
cholesterol va steroid hormon. Cac nghién ctru da chi ra rang hoat tinh enzym
ctia hau hét thanh vién trong cac nhém CYP1-3 c6 tinh chét ca thé. Diéu nay
dugc giai thich bai tinh da hinh thai cia CYP tao ra céc kiéu gen khac nhau
va murc 6 biéu hién ctia mdi kiéu gen d6 twong tmg véi timg cé thé sinh séng
trong cong dong [36],[37]. Trong cac CYPs nhém 1-3 thi CYP1Al va
CYP2D6 13 nhiing enzym chinh hoat héa cac chat gay ung thu sinh ra tir khéi
thuc nhu nicotine va cac hydrocarbon c6 nhan thom. Khi muc do biéu hién
va hoat tinh cua cac enzym nay dugc tang cuong s€ lam tang kha nang hoat
hoa céc chat gdy ung thu. Céc chat gdy ung thu nay (da dugc hoat hoa) ¢ thé
gan vao va lam ton thuong DNA, gdy dot bién gen, dic biét 1a trén ving
nhiém sac thé 15024-15q25.1 chia 2 gen ma hoa cac tiéu don vi cta thu thé
nicotinic acetylcholine alpha diéu hoa qua trinh phoi nhim v&i nicotine
[38],[39]. Co ché giy bénh cua cac CYPs lién quan dén tinh da hinh thai coa
ching c6 thé duoc tom tat nhu sau, cling nhu so do dudi.
= SNPs trén ving mi hoa cta gen dan t6i thay doi trinh ty acid amin va
thay d6i hoat tinh enzym va kha ning gan vao co chat ciia enzym do
nhu ¢ gen CYP2D6.
= SNPs tai ving khong mi héa anh huong dén qua trinh diéu hoa sao
chép gen lam thay d6i mirc d6 biéu hién va hoat tinh enzym: CYP1AL1.
= Sy sao chép gen lam ting cudng mic dd biéu hién cia enzym:
CYP2D6
= Sy tuong tac gilta cac enzym hay gitra enzym cua gen CYP1A1 va co

chat thuc day sy hoat hoa céc chét gdy ung thu phoi.
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Tinh da hinh thai cia gen CYP1A1, CYP2D6 va ung thu phoi

Cho dén nay, ngoai dang “nguyén thuy-wild type” cia CYPIAl
(CYP1A1*1) va CYP2D6 (CYP2D6*1), ngudi ta dd xac dinh dugc nhiéu
kiéu gen tuong tmg v6i mdi SNPs cuia nhitng gen ndy lién quan dén ung thu.
Bang 1 va bang 2 liét ké nhitng kiéu gen cia CYP1A1, CYP2D6 lién quan
dén nguy co mac mot s loai hinh ung thu cling nhu lién quan dén yéu to

nguy co hit thudc va ung thu phdi.
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Bang 1.1: C4c da hinh thai ciia gen CYP1A1 lién quan dén UTP

Dang SNP Vi tri thay d6i Acid amin tuong Gng
CYP1Al*1 Wild type
CYP1A1*2A 3801 T—>C Vung khéng ma héa
CYP1A1*2B 2455 A > G 462 lle > Val
CYP1Al1*4 2453C > A 461 Thr = Asn
CYP1A1*5 2461 C > A 464 Arg > Ser

Bang 1.2: C4c da hinh thai ciia gen CYP2DG6 lién quan dén UTP

Dang SNP Vi tri thay d6i Acid amin tuong tng

CYP2D6*1 Wild type

CYP2D6*3 1749A>G; 2549A>del N166D; Frameshift

CYP2D6*4 100C>T, 974C>A; 984A>G; | P34S; L91M; H94R

CYP2D6*5 CYP2D6 deleted CYP2D6 deleted
CYP2D6*6A 1707T>del Frameshift

CYP2D6*7 2935A>C H324P

MGéi lién quan gitra kiéu gen CYP1A1 va ung thu phdi lan dau tién dugc béo

c4o boi Kawajiri va dong nghiép vao nam 1990 trong mot quan thé nguoi chau

A [40]. Theo cac nghién ctru ctia Cosma va cong su (1993), Gaste va Cong su

(1993) kiéu gen CYPIAI & cong dong ngudi chau A co nguy co mac ung thu

phéi cao hon so véi cong ddng nguoi da tring va chau My [41], [42].

O Nhét Ban va Trung Quoc, theo cac nghién ctru cia Hong va cong su

(1998), Sugimura va cdng su (1998), Bastsch va cong su (2000), Song va cong

s nam (2001) phat hién thay c6 mbi lién quan giira kiéu gen CYP1A1 véi nguy
co ung thu phdi, dic biét lién quan dén hat thude [43],[44],[45],[46].
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Theo nghién ctru ctia Sobti va cong sy (2003, 2004) ¢ cong ddng ngudi
An D9 ciing thay méi lién quan giita kiéu gen CYP1A1 vdi nguy co mic ung
thu phoi va ciing tuong tu nghién ctru ctia Sreeja va cong su. (2005) & cong

d6ng nguoi dan & phia Nam ctia An Do [47],[48].

Nghién ctru gan ddy ctia Chen va CS. (2011) phat hién thay c6 mbi
lién quan chit ch& gitra ung thu phdi voi voi cac kiéu gen CYPIAI*2A va
CYPIA1*2B; trong do kiéu gen CYP1A1*2B véi sy thay ddi acid amin tai vi
tri 462 (Ile — Val) dugc chi ra 1a yéu to nguy co cao gy ung thu phoi trén
cac dbi tugng nguoi chau A [49]. Poi voi quan thé ngudi chau Au thi bén
canh kiéu gen CYP1A1*2B, kiéu gen CYP1A1*4 (461 Thr — Asn) ciing
dong vai tro quan trong ddi voi nguy co phat sinh ung thu phdi, CYP1A1*2B
v6i ung thu phoi thé té bao nhé va CYP1A1*4 véi ung thu phoi thé khong té
bao nho [50]. Nghién ciru trén quan thé nguoi gbec Bac My cho thay nguy co
ctia kiéu gen CYP1A1*2A dbi v6i su phat sinh, phét trién ung thu phoi té bao
nho. Nguy co nay ting cao hon rat nhiéu néu cac dbi tuong dong thoi mang
kiéu gen CYP2D6* (HEM). Kiéu gen niy ciing gay ra mdi nguy co dbi véi
ung thu phdi cao gip 7 lan trén cac d6i twong hat thude 14 1au nim so véi
nhimg nguoi khong hat thude [51],[52]. Bén canh d6 nhiéu nghién ciru ciing
da duoc thuc hién dé danh gia mdi twong quan giira cac kiéu gen khac nhau
ctia CYP2D6 véi su hinh thanh ung thu phdi trén cac dbi twong hut thube 14
lau nam [53],[54].

1.7.1. Téong quan vé gen CYP1A1
Vi tri va ciu triic

Gen CYP1A1 (Cytochrome P450, ho 1, phan ho A, polypeptid 1) nam

trén NST s6 15, nhanh dai, ¢ vi tri 24.1 (Hinh 1.7). Gen CYP1Al la gen mi
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héa protein, gdbm 6069 base, tir bp 75.011.883 dén bp 75.017.951 véi cdu trac
gdm 7 exon va 6 intron [55],[56].
Protein duoc mi héa nam trén mang ludi ndi chat hat, gdbm 512 acid

amin va c0 trong luong phéan tir 58165 Dalton [57],[58].
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Hinh 1.7. Vi tri cia gen CYP1A1 trén NST 15
(Nguén: http://www.ncbi.nlm.nih.gov/)

Chirc nang

Gen CYP1AL1 thudc ho Cytochrome P450 (CYPs). CYPs chu yéu 1a cac
protein lién két mang [59], khu trd & mang trong cta ty thé hodc & ludi ndi
chat cua té bao. CYPs chuyén hoa hang nghin cac chat ndi sinh va ngoai sinh.
Mot sb chi chuyén hoa mét (hodc rat it) chat, vi du nhu CYP19 (enzym
chuyén héa cac hop chit thom), trong khi mot s khac co thé chuyén hoa rat
nhiéu chat. Ca hai loai nay déu rat quan trong trong y hoc. Enzym
Cytochrome P450 c6 mit trong hau hét cic mo cua co thé, dong vai tro quan
trong trong quéa trinh tong hop va thodi hda cac hormon (estrogen,
testosterone), tong hop cholesterol, chuyén héa vitamin D. Enzym con c6
chtrc ning chuyén hoa céc hop chét doc hai, bao gdbm thudc va cac san pham
chuyén héa ndi sinh nhu bilirubin, chii yéu c6 mit & gan.

Dy an b0 gen nguoi da xac dinh dugc 57 gen ma hoa cho cic enzym
cytochrome P450 khac nhau, trong d6 c6 CYP1A1.

Gen Cytochrome P450 1A1 (CYP1A1) ma hoa cho protein CYP1AL, la
mdt enzym monooxygenase, thuong biéu hién ¢ cac mo ngoai gan nhu biéu

mo phdi, da va bo may tiéu hoa, ngoai ra con dugc tim thay trong céac giai
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doan phat trién cta thai. CYP1A1 duoc biét dén nhu mét trong nhitng enzym
quan trong nhat tham gia vao qué trinh hoat hoa tién chét gy ung thu [60].

Gen CYP1A1 con tham gia chuyén hoa thudc va cac hop chat xenobiotic. O
giai doan I ctia qua trinh chuyén hoa xenobiotic, CYP1A1 tham gia hoat hoa
cac hydrocarbon thom da vong. Su oxy hoa ctia benzo[a]pyrene duoc xuc tac
bai CYP1A1 sé tao ra BP-7,8-epoxide, chét nay co thé tiép tuc bi oxy hoa boi
enzym epoxide hydrolase (EH) dé tao thanh BP-7,8-dihydrodiol. Cudi cing
CYP1Al xlc tac chit trung gian nay tao thanh BP-7,8-dihydrodiol-9,10-
epoxide. Phan 16n chét nay dugc dao thai qua mat va nudc tiéu, tuy nhién,
mot phan nhé c6 thé gin vao phan tr DNA va giy nén ung thu (Hinh 1.8)
[61]. Do vay, bat ki cac dang da hinh nao anh hudng dén hoat tinh ctia enzym

CYP1A1 déu c6 nguy co lam ting kha ning ung thu.
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(Nguon:http://www.ejbiotechnology.info/)
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Mirc d6 biéu hién cia mRNAva protein CYP1AL1 tir gen CYP1A1 trong
té bao phdi cua nguoi hut thudc 14 cao hon nhiéu so v&i nguoi khong hut
thudc [62].

Ngoai ra, hién nay nguoi ta con phat hién ra mdi lién quan gitta nhimng
bién dbi trén gen CYP1A1 véi kha nang mic mot s6 loai ung thu nhu: ung thu

dai tryc trang, ung thu da day, ung thu phdi, ung thu vi....[63].
Tinh da hinh thai gen CYP1Al
Hién tuwong SNP

Hién tuong SNP (Single Nucleotide Polymorphism) hay hién tugng da
hinh thai don nucleotid 13 sy khac nhau vé trinh ty DNA xdy ra khi mot
nucleotid don A, T, C hay G ¢ trong bg gen (hay trong céc trinh tu dugc phan
1ap khac) bi thay d6i, khac nhau giita cic ca thé cia mot loai hay giira cac cip
nhiém sic thé (NST) ctiia mot nguoi (Hinh 1.9) [64]. Bo gen nguoi véi 23 cip
NST (22 cap NST thuong va 1 cap NST gidi tinh) chira khoang 3,2 ti bp.
Giéng nhau gilta cac ca thé dén trén 99% va khoang 1% su khac biét con lai
chu yéu biéu hién béi cac SNP.

SNP 1a mét hién twong phd bién, dugc coi 1a hau qua cua nhitng dot
bién diém thay thé mot cap nucleotid. Theo ngan hang dit liéu cia NCBI tinh
dén ngay 16/10/2014 bo gen nguoi co 112,736,879SNP [64]. Tinh trung binh,
ct khoang 3000 bp thi lai xuat hién mot SNP. Nhiing bién thé nay dugc xem
nhu 1a cac danh dau sinh hoc, gitp xac dinh vi tri cac gen lién quan dén bénh.
Khi cac SNP xay ra trong gen hodc trong mot khu vuc gan mét gen quy dinh,
n6 co thé cé vai tro tryc tiép dén sy xuat hién bénh bang cach anh hudng dén

chirc nang cua gen [65].



34

@*@V\ A

.;WNTAGA
. PR g C —
- A

G il

GA
C GTTA

Hinh 1.9. Hinh dnh minh hoa hién twong da hinh thai don nucleotid SNP
(Nguén: http://biogeniq.ca)

Sy khac biét trong trinh ty DNA & nguoi c¢6 lién quan dén nhiig khac
biét trong su phat trién bénh, dap tmg voi cac tic nhan giy bénh, hoa chat,
thudc, vaccine va cac tic nhan khac. Trong nghién ctru y sinh hoc, cac nha
nghién ciru tién hanh so sanh trinh ty gen ciia cac nhom ngudi khac nhau
(gitta nhom ngudi bi bénh va khong bi bénh...) dé tir d6 xac dinh mdi lién
quan giita cic SNP voi kha ning mac bénh, tim ra cic yéu té nguy co ciing
nhu phuong phap chira tri [66].

Tinh da hinh thdi cua gen CYPIAI

Hién nay, cidc nha nghién ctu da xac dinh dugc céc da hinh thai don
nucleotid trén gen CYP1AL. Mot trong sé nay lam ting cudng hoat dong cia
protein dugc ma héa va dang dugc nghién ctru anh hudng dén nguy co giy
ung thu [66],[67].

ma m2 m3 m1

C4887A A4889G T5639C T6235C
(Thr/Asn)4e1 (lle/Val)ss2

1 1000 2oloo 3000 4oloo 5000 6000
| | | |
Exon 1 Exon2 Exon3 Exon4 Exon5 Exon6 Exon?7

Hinh 1.10. Tinh da hinh thai cia gen CYP1A1 [68]
(Nguon: wWww.genecards.org)
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Pa hinh m1: thay thé T thanh C ¢ nucleotid 6235 & déu 3' ving khong
ma hoa.

Pa hinh m2: thay thé A thanh G ¢ nucleotid 4889 dan toi sy thay do6i
acid amin Isoleucine thanh acid amin Valine & codon 462.

Pa hinh m3: thay thé T thanh C & nucleotid 5639 ¢ dau 3' ving khong
ma hoa.

Pa hinh m4: thay thé C thanh A ¢ nucleotid 4887 dan dén sy thay do6i
acid amin Threonine thanh acid amin Asparagine & codon 461.

Nguoi hat thude 14 nhe ¢ kiéu gen CYP1AL chira mot trong cac SNP
trén c6 nguy co phat trién bénh ung thu phdi cao gip 7 1an so v6i nhiing
nguoi co kiéu gen binh thudng [69].

Hién nay, da hinh nay khong chi dugc nghién ciru trén ung thu phdi ma
con trén cac bénh khac nhu: Ung thu ndi mac t&r cung va ung thu dai truc
trang & phu nit tién mén kinh... [70],[71].

1.7.2. Tong quan vé CYP2D6
Vi tri, cau tric
Vi tri

Gen CYP2D6 nim trén nhanh dai cta nhiém sic thé sb 22, vi tri 13.1

(22q13.1).
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Hinh 1.11. Vi tri ciia gen CYP2D6 trén nhiém sic thé 22

(Nguén: www.genecards.org)
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Céu triic

Gen CYP2D6 c6 kich thude 4378bp. Cau triic gen gdm c6 9 doan exon
1a ving gen ma hoa chtra dyng thong tin di truyén va 10 doan intron 13 ving
khong ma hod xen k& gitra nhitng exon. Exon 1 c6 chira 1 doan khong ma hoa

(tir 1747 dén 1835) [72].
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Hinh 1.12. Ciu tric ciia gen CYP2D6 [73]
Chirc nang cua enzym CYP2D6

Gen CYP2D6 mi héa cho chudi polypeptide sb 6, cytochrome P450 ho
2, ho phu A. Tén cua protein la CYP2D6.

Cytochrome P450 D6 la mot protein gom 497 acid amin, 1a enzym
monooxygenases xuc tac cho nhiéu phan tng trong chuyén hod thudc va tong

hop cholesterol, steroids va cac lipid khac.

Protein nay tap trung trong ludi ndi chat va chuyén hod tdi 25% cac
thudc thuong dugc st dung trén 1am sang: thudc chéng trAm cam, thude
chéng loan than, thuéc giam dau va antitussives, thudc chen beta giao cam,
antiarrythmics va thudc chdng non [74]. Nhiing loai thudc nay thuong 1a cac
hop chat co6 kha ning tan trong dau can phai dugc oxy hoa bdi enzym

CYP2D6 trudc khi dugce thai ra trong nudc tiéu.
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CYP2D6 1a mot enzym chuyén héa thudc co tinh da hinh rat 1on. Kha
nang hoat dong cua enzym do céc alen quyét dinh, cu thé duoc chia thanh cac
kiéu hinh: chuyén hoa cham (PM: poor metabolizers), chuyén héa trung gian
(IM: intermediate metabolizers), chuyén héa nhanh (EM: extensive
metabolizers), chuyén hoa cuc nhanh ( UM: ultrarapid metabolizers) [75]. C4
thé voi nhiu ban sao cta gen s& ¢ kiéu hinh chuyén hoa nhanh hon nén liéu
luong thude va ndng do thude s& phai giam so voi thong thudng. Ca thé thiéu
chtic ning CYP2D6 s& chuyén hoa thudc chdm hon, dong thoi co nguy co cao

bi anh hudng béi tac dung phu cta thube.
Tinh da hinh ciia gen CYP2D6 va lién quan dén bénh ung thw phoi

Vi gen CYP2D6 nam trén locus co hai gia gen lién ké d6 1a CYP2D7
va CYP2D8 [76]. Qua trinh tién hod da lam bat hoat 2 gen CYP2D7p va
CYP2D8p va lam bat hoat mot phan cua gen CYP2D6. Céac gia gen nam lién
ké co thé dé dang mang nhiing dot bién mdi trén CYP2D6 (vi du trong qua
trinh giam phan c6 sy trao doi chéo khong can) dan dén sy hinh thanh cia rat
nhiéu allele bién the CYP2D6, véi hon 70 bién thé alen duge mo ta cho dén
nay [77].

O

Hinh 1.13. Vi tri ciia CYP2D6 va cac gen lién ké [78]
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Bang 1.3: Mot so allele ciia gen CYP2D6 ¢6 tan suit cao cé thé gay UTP

Vi tri
Nucleotid | Acid amin Vi tri B
Allele .. | nucleotid | _ | Kiéu hinh
thay doi . thay doi | acid amin
thay doi
] ] Binh
CYP2D6*1A | khdong co | khong khong co khong
thuong
Khong hoat
CYP2D6*3 DelA 2367 dich khung 259
dong
mat viing Khong hoat
CYP2D6*4 |G—> A | 1934 _ ,
lién ket dong.
. Khéng hoat
CYP2D6*5 | Matgen
dong
Khong hoat
CYP2D6*6A DelT 1795 dich khung 118
dong
Del Lys Giam hoat
CYP2D6*9 | Del AAG |2703-2705 281
dong
G—C S— T Giam hoat
CYP2D6*10A 4268 486
dong
C—T Giam hoat
CYP2D6*17 1111 T — 107
dong

Sy bién d6i nucleotid C thanh T tai vi tri 1111 trén DNA trong exon 2,

d3 lam bién d6i acid amin Threonin twong (mg véi alen CYP2D6* 1A voi kiéu

hinh chuyén hoa binh thudng thanh acid amin Isoleucin twong (mg véi alen

CYP2D6*17 véi kiéu hinh chuyén hoa cham (PM).

Hop chat tién ung thu c6 mat trong thudc 14 1a nitrosoamine 4-

(methyInitrosoamino)-1-(3-pyridyl)-1-butanone (NNK) duoc tim thiy 1a chat

dugc chuyén hoa bai enzym CYP2D6.
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Hinh 1.14. Enzym CYP2D6 chuyén hoa NNK
(Nguon: www.mdpi.com)

Tomohiro va c4c cong su (2012) & Nhat Ban d3 tién hanh nghién ctru
khao sat anh hudng ctia enzym CYP2D6 dén sy chuyén héa thude Gefitinib va
Erlotinib 13 2 thudc duoc str dung diéu tri ung thu phdi trén 1am sang. Nghién
clru trén 256 bénh nhan NSCLC duoc diéu tri bang Gefitinib va 94 bénh nhan
NSCLC dugc diéu tri bang Erlotinib. Két qua nghién ctru cho thay, nhitng bénh
nhan dugc diéu tri bang Gefitinib ma c6 hoat dong ciia enzym CYP2D6 giam thi
c6 tan sd bi phat ban cao hon nhiéu so véi bénh nhan c6 hoat dong cta enzym
CYP2D6 binh thudong. Nhu vay, kiéu hinh ctia CYP2D6 1a mét yéu td nguy co
gdy phat ban trén nhimg bénh nhan ung thu phdi bang Gefitinib [79].

Nguy co nay ting cao hon rat nhiéu néu cac dbi tuong dong thoi mang
kiéu gen CYP2D6* (HEM). Kiéu gen nay ciing gy ra mdi nguy co ddi véi ung
thu phdi cao gap 7 lan trén cac ddi twong hut thude 14 1au ndm so voi nhiing
ngudi khong hat thude [39],[40]. Bén canh dé nhiéu nghién ctu ciing dd duoc
thuc hién dé danh gia mdi trong quan gitra cc kiéu gen khac nhau cia CYP2D6
v6i sy hinh thanh ung thu phdi trén cac ddi twong hut thude 14 1au nam [41],[42].
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
2.1.1. Bénh nhén ung thw phéi

Péi tugng nghién ciru ciia chiing tdi bao gdm 220 bénh nhan ung thu phoi
duoc kham va diéu tri tai Trung tam HO hép, Trung tdam Y hoc hat nhan va ung
budu Bénh vién Bach Mai, thoi gian tir thang 11/2013 dén thang 11/2015.

Tat ca cac bénh nhan dugc thim kham 1am sang, phong van hat thudc
14, thude 1ao, 1am cac xét nghiém can 1am sang va giai phiu bénh dé chan
doan xéac dinh bénh theo trinh tu thoi gian khong phéan biét tudi, giéi (Bénh an
nghién ctru co trong phﬁn phu luc). Viéc lya chon bénh nhan theo trinh ty nay
gitip phan tich két qua mot cach khach quan va tranh duoc tdi da cac sai s6
ngau nhién.

Tiéu chuan chan doan ung thw phdi
Chan doan xac dinh ung thu phoi dua trén [5]:

- Tri¢u ching 1am sang: Ho, khac dom, ho mau, kho tho...

- Tham do chan doan hinh anh nhu X quang, chup cat 16p vi tinh va noi
soi phé quan.

- Két qua mo6 bénh hoc, té bao hoc tir cac bénh phém léy qua soi phé
quén, sinh thiét, choc hiit qua thanh ngyc... Pay 1a tiéu chuan vang dé chan
doan xac dinh ung thu phdi.

2.1.2. Nhém déi chirng

Gom 200 ngudi, twong tmg vé tudi va gidi voi nhém bénh tir nhing
ngudi dén kham ste khoe dinh ky trong chuong trinh quan 1y ting huyét ap
va dai thdo duong tai khoa Kham bénh Bénh vién Bach Mai trong thoi gian tir
thang 3/2014 dén thang 11/2015.
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Tiéu chuan loai trir; khéng mic bt ky loai ung thu nao khac do nhém
d6i chimg nay hang thang duoc xét nghiém, chup X quang tim phdi va siéu
am dinh ky theo chuong trinh quan 1y ting huyét ap va dai thdo dudng.

Bénh nhan ung thu phéi va nhom dbi chung déu duge 1y 2ml mau vao
6ng chéng dong EDTA.

Nghién ctru dugce tién hanh tai Bénh vién Bach Mai, B6 moén Hoa sinh
va Trung tam nghién ctru Gen-Protein, Truong Pai hoc Y Ha Noi.

2.1.3. Chon cé médu nghién ciru
Chung t6i &p dung cong thirc:
X = Z(l-a) £/ \/n—
> N=(Zaofl X )

Véi X 1a gia tri TB

Z (1-q d0 tin cdy 95%

£ 1a d 1&ch chuén

Duya vao mot nghién cuu trude day cua tac gia Sugimura Haruhiko cua
Nhat Ban, v6i d6 tudi trung binh cta nghién cou: X = 62,1 + 11,2, Tir d6
chdng téi tinh ra n = 220 [45].

2.2. Phuwong phap nghién ciru.
2.2.1. Thiét ké nghién ciru

Nghién ctru duoc thuc hién theo phuong phap mé ta cit ngang co

dbi chung.
2.2.2. Phwong phap nghién ciru
- Tham kham 1am sang, cic chan doan can 1am sang r6i dén chan doan

xéc dinh ung thu phoi.
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- Cac k¥ thuat sinh hoc phan tir gdm; tach chiét DNA, PCR, phuong
phap enzym gidi han x4c dinh dot bién (PCR-RFLP), kiém tra lai bang giai
trinh tu gen.

- Céc két qua nghién ctru duge st 1y toan théng ké nhdm tim hiéu sy
khac biét gitta cAc nhom bénh nhan ung thu phdi so voi nhém ddi chimg.
2.2.3. Quy trinh liy méu

Bénh nhan bj ung thu phdi, nhom déi ching déu duogc 1ay 2ml mau tinh
mach chdng déng bang EDTA véi ham luong 1,5mg/ml.
2.3. Quy trinh tach chiét, kiém tra ndong d¢ va do tinh sach DNA tir mau
ngoai vi

Quy trinh tach chiét DNA tir mau ngoai vi dugc thuc hién theo phuong
phap phenol/chloroform gém cac budc sau:
Buéc 1: Pha v& mang hong cau.
Buéc 2: Pha v mang bach cau.
Buére 3: Loai bo tap chat khac va tia DNA.

Quy trinh kiém tra néng do va do tinh sach DNA duoc thuc hién bﬁng 2
ky thuét:
Dién di DNA téng sé
Do mdt do quang trén mdy Nanodrop 1000

Phuong phap thtr hai dé kiém tra do tinh sach ctia DNA tach chiét dya
trén kha nang hap thu quang & budc song 260 va 280nm.

Nguyén ly do quang:

Dua vao su hép thu manh anh sang tor ngoai & budc song 260nm cua
céc base purin va pyrimidin, hai don phan cdu tao nén DNA ma gia trj mat do
quang & budc séng 260nm (ODygonm) clia cac mau cho phép xac dinh ndng do

acid nucleic trong mau.
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2.4. K¥ thuat PCR khuéch dai DNA
K§ thuit PCR khuéch dai DNA ving gen CYP1A1, CYP2D6 bing phan

rng 1a don moi.

¢ Khuéch dai doan gen chira cac SNPs can nghién ctru

Poan gen chira cac SNPs trén cac gen quan tim duge khuéch dai bang phan

tmg PCR v6i cip mdi dic hiéu (Bang 2.1).

Bang 2.1: Danh sach méi dwoc sir dung trong nghién ciru

San
Trinh tw moi ha
STT | Pa hinh thai ik tr mot pam
(5°-3%) PCR
(bp)
| | T6235Cgen |F: TAG GAGTCTTGTCTCATGCCT 210
CYP1Al (ml) |R: CAGTGAAGAGGTGTAGCCGCT
, | A4889G gen |F: CTGTCTCCCTCTGGTTACAGGAAGC |
CYP1A1 (m2) |R: TTCCACCCGTTGCAGCAGGATAGCC
, | T5639Cgen |F: TGAGCAATCTGACCCTA 201
CYP1A1 (m3) |R: ATCTTCCTAACAACACATGTTTGT
, | C4887Agen |F: CTGTCTCCCTCTGGTTACAGGAAGC |
CYP1Al (m4) |R: TTCCACCCGTTGCAGCAGGATAGCC
s | Cl88Tgen |F:CTGGGTAAGGGCCTGGAG wao
CYP2D6 |R: ACCTGGTCGAAGCATATGG
; | G1934Agen |F: ATGAGAGCTGCCAACCTT 22
CYP2D6 |R: ATGTGAACCAGCTCCCTGTC
, | G1846T/A gen |F: GTGGATGGTGGGGCTAATGCCTT 456
CYP2D6 |R: CAGAGACTCCTCGGTCTCTCGCT
L | G4268C gen F: AGCTCTTCCTCTTCTTCACCTCCCTG -

CYP2D6

R: GCCTCAACGTACCCCTGTCTC
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Thanh phén phdn irng PCR

Thanh phan Thé tich (ul)
Nudce cat 2 1an 4.8
Buffer 1,0
dNTP (2,5 mM) 1,0
Mbi F (10 pM) 1,0
Moi R (10 pM) 1,0
Taq polymerase (5 u/pl) 0,2
DNA (Nhom nghién ctru) 1,0
Tong 10,0

Chu trinh nhiét ciia phdn trng PCR

Chu trinh Bién tinh Bit cip Tong hop
1 95°C - 10 phut
2-34 95°C - 50 giay 58°C - 50 giay 68°C - 3 phut
35 68°C - 10 phat

Béo quan ¢ 10°C

San pham PCR sau d6 dugc dién di trén agarose 1,5% dé kiém tra chat luong.
2.5. Ky thuat PCR-RFLP xac dinh tinh da hinh cua gen CYP1A1 va gen
CYP2De6.

Trong nghién ctru cua chung to1 c6 hai gen CYP1A1 va gen CYP2DG6,
mdi gen chlng t6i phan tich bn da hinh. Khi sir dung ky thuat PCR-RFLP dé
xéc dinh kiéu gen ctia mdi da hinh, chiing toi str dung bang enzym giéi han o:

Bang 2.2 dudi day.
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Bang 2.2: Két qua tinh toan Iy thuyét san phiam dién di xac dinh cac

SNPs ciia gen CYP1A1, CYP2D6 bing k§ thuat PCR-RFLP

SNP PCR |Enzym| Kiéu San pham dién di
(bp) | cat | gen
T6235C gen TT |Gom 1 vach: 340 bp
CYP1A1l | 340 | Mspl | TC |Gom 3 vach: 340 bp; 200bp; 140bp
(m1) CC |Gom 2 vach: 200 bp va 140 bp
A4889G gen AA |Gom 2 vach: 149 bp: 55 bp
CYP1A1l | 204 | Mspl | AG |Gom 3 vach: 204 bp; 149 bp; 55 bp
(m2) GG |Gom 1 vach: 204 bp
T5639C gen TT |Gom 1 vach 301 bp
CYP1Al | 301 | Hincll | TC [Go6m 3 vach: 301 bp; 204 bp; 97 bp
(m3) CC |Go6m 2 vach 204 bp; 97 bp
C4887A gen CC |Gom 1 vach: 204 bp
CYP1Al | 204 | Hincll | CA [Go6m 3 vach: 204 bp; 136 bp; 69 bp
(m4) AA |Gom 2 vach: 136 bp; 69 bp
CC |Gom 1 vach: 442 bp
C188T gen .
442 | Hphl CT |Gom 3 vach: 442 bp; 352bp; 90bp
CYP2D6 ‘
TT |Gom 2 vach: 352 bp; 90 bp
GG |Gom 1 vach: 334 bp
G1934A gen .
334 | BstNlI | GA |GOom 3 vach: 334 bp; 200bp;1 34bp
CYP2D6 ‘
AA |Gom 2 vach: 200 bp; 134 bp
GG |Gom 1 vach: 486 bp
G1846T gen .
486 | Mspl GT |Gom 3 vach: 486 bp: 207bp; 279bp
CYP2D6 ‘
TT |Gom 2 vach: 207 bp; 279 bp
GG |Gom 1 vach: 332 bp
G4268C gen .
332 | Eco91l | GC [Gom 3 vach: 332 bp; 229bp; 103bp
CYP2D6 ‘
CC |GOom 2 vach: 229 bp; 103 bp
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Két qua phén tich Iy thuyét cac SNPs gen CYP1A1 dwoc chiing toi mé ta
nhw sau:
s SNP T6235C gen CYP1A1 (m1)

Vi tri cit ctia Mspl
Pdng hop CC 200 bp San phdm dién
l - 140 bp - di ¢6 2 vach
200 bp; 140 bp

Di hop TC ,
| San phim dién di

Y = 6 3 vach 200 bp;

140 bp; 340 bp

Pong hop TT .
340 bp San pham dién
- di ¢c6 1 vach
340 bp

Hinh 2.1. M6 ta hinh anh dién di xac dinh vi tri SNP T6235C ciia gen
CYP1A1l

%  SNP A4889G gen CYP1A1 (m2)

Vi tri cét cia Mspl San pham dién

Pdng hop A 149 bp di ¢6 2 vach

Di hop AG San phim dié

pham dién
E—— B
L ] 149 bp; 55 bp;
204 bp

Pong hop GG
e 204 bp

San pham dién
di ¢c6 1 vach

= I =
] 204 bp
Hinh 2.2. M0 ta hinh anh dién di x4c dinh vi tri SNP A4889G

cuia gen CYP1Al
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o

> SNP T5639C gen CYP1AL (m3)

Vi tri cit cua Hincll

A 204 bp
Dong hop CC San pham dién
-_ 97bi ‘ di c6 2 vach
204 bp; 97 bp

D1 hop TC \ 2 n
m— .y, | s ohin dic

s ™ E— ¢ <0 3 vech 204
bp; 97 bp; 301bp

Déni hﬁ_ TT
- 301D ) San pham dién di
]

c6 1 vach 301 bp

Hinh 2.3. M0 ta hinh anh dién di x4c dinh vi tri SNP T5639C

cia gen CYP1Al

% SNP C4887A gen CYP1Al (m4)

Vi tri cit caa Hincll 7
DPong hop AA 136 bp San pham dién

69 b di ¢c6 2 vach
=) p_ )

136 bp; 69 bp

Di hop CA

! San pham dién di
) =) 6 3 vach 136 bp;
69 bp; 204 bp

Pong hop CC
204 bp

San pham dién di
) = 61 vach 204 bp
Hinh 2.4. M0 ta hinh anh dién di x4c dinh vi tri SNP C4887A

cia gen CYP1Al
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Két qua phén tich Iy thuyét cac SNPs gen CYP2D6 dwoc chiing toi mé ta
nhu sau:
s SNP C188T gen CYP2D6

Vi tri cat caa Hphl
DPdng hop TT 352 bp San phidm dién
l - 90 bpm® di c6 2 vach
352 bp; 90 bp

Di hop CT : : .
1 San pham di¢n di
=) ™ .6 3 vach 352 bp:

90 bp; 442 bp

DPong hop CC .
442 bp San pham dién
di c6 1 vach
442 bp

Hinh 2.5. M6 ta hinh anh dién di xac dinh vi tri SNP C188T
cua gen CYP2D6
% SNP G1934A gen CYP2D6

. Vqu tri (ilt cua BstNI 200 bp San pham dién
ong hop di c6 2 vach
— Dl PRl EC

Di hop GA i e
- San pham dién
—— L,

N e 7 200 bp; 134 bp;
hon GG 334 bp
bong hop 7
334 bp San pham dién

=) IR ™ di c6 1 vach
I 334 bp

Hinh 2.6. M0 ta hinh anh dién di xac dinh vi tri SNP G1934A

cua gen CYP2D6
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K/
0’0

SNP G1846T gen CYP2D6

Vi tri cat ctia Mspl ’
Pong hop TT 279 bp San pham dién

BN 207bp  mm) di co 2 vach
- B 2790 207 bp

Di hop GT San pham dién
E—— L, 3
E— " — 279 tp: 207 b

486 bp

DPong hop GG
k 486 bp San phim dién di

— S 1 vqch 436 bp

Hinh 2.7. Md ta hinh anh dién di x4c dinh vi tri SNP T5639C

cia gen CYP1Al

% SNP G4268C gen CYP2D6

Vi tri cit cua Eco91l

Péng hop CC 229 bp San pham dién
103 bp =My di c6 2 vach
- 229 bp; 103 bp

San pham dién di
- ) c6 3 vach 229 bp;
103 bp; 332 bp

Di hop GC 1

DPong hop GG
332 bp

San pham dién di
) = 1 vach 332 bp
Hinh 2.8. M0 ta hinh anh dién di xac dinh vi tri SNP G4268C

cua gen CYP2D6



50

2.6. Xac dinh cac SNPs bang phwong phap giai trinh ty truwc tiép
San pham PCR dugc tinh sach
Tién hanh phan Gng giai trinh tu
Thanh phén phan Gng PCR dé giai trinh tw gen

Thanh phan Thé tich (ul)
DNA dich da duoc tinh sach 2
BigDye Terminator v3.0 2

Mdi xuéi (hodc moi nguge) 1 UM 3,2
BigDye seq. buffer 5X 4
Nudre cat 8,8

Chu trinh nhiét phan ing PCR dé giai trinh tw

Chu trinh Bién tinh Bit cip Tong hop
1 96°C - 1phut
2-26 96°C - 10giay 50°C — 5giay 60°C - 4phat

Béo quan ¢ 10°C

San phén PCR cho giai trinh ty s€ duogc tinh sach, lam kho bﬁng con va
hoa lai trong 20pl Hi-di formamide. San pham cudi cing nay s& duoc giai
trinh ty trén hé thong ABI 3100 GA-Avant (Toan bo hoa chat va quy trinh
dugc cung cap boi nha san xuat ABI).

Trinh ty gen duoc ddi chiéu va so sanh véi trinh ty trén GenBank
(National center for biotechnology information, NCBI) va phan tich theo

phuong phép ABI Prism 310 genetic analyzer (Applied Biosystems).
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2.7. Pao dirc trong nghién ciru
Trude khi tién hanh thu thap thong tin, mau bénh pham phai c6 sy dong
¥ cua dbi tuong nghién ctru: tu nguyén tham gia vao nghién ctu.

Nghién ctru dam béo tuan thu cac quy dinh vé dao dirc trong nghién ctru
Y- sinh hoc.

Nghién ctru ndy nam trong khuon khé dé tai Nhiém vu Quy gen cip
nha nudc va da dugc thong qua bo1 Ho1 déng dao duc cua Truong Pai hoc
Y Ha Noi.

2.8. Xir Iy s0 liéu va so' d6 nghién ciru.

Xtr Iy s6 liéu theo phan mém chuong trinh SPSS 20.0, STATA.
Str dung test t:

Pé so sanh d6 tudi hai nhom nghién ctru
Str dung test X*:

Pé so sanh xem c6 su khac biét vé phan bd kiéu gen cuia cac da hinh gen
CYP1A1, gen CYP2D6 & hai nhém nghién ctru.

Tinh ty suit chénh OR:

Véi két qua OR phai > 1,0 (95% CI>1,0) p < 0,05.

Pé danh gia vai trd cac kiéu gen cua cac da hinh gen CYP1A1, gen
CYP2D6 dén nguy co giy ung thu phoi ciing nhu dé danh gia vai tro tac dong
ctia yéu to nguy co 1én ung thu phoi.

Nghién ctru cua ching t61 dugc thuc hién theo so dd dudi day.
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bénh nhan UTP
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J

Tach chiét DNA

\ 4

200 mau mau

nhom doi chirng

4 Khuéch dai gen (PCR) cho 420 miu nghién ciru N
Enzym gi6i han (PCR-RFLP) cho 420 méu nghién ctru
Giai trinh tw gen cho 50 méu dé kiém tra
Xac dinh su phan bo kiéu gen da hinh m1, m2, m3, m4 gen CYP1A1
va da hinh C188T, G1934A, G1846T/A, G4268C gen CYP2D6

Py

[ NHOM BENH Phan tich cac yeu to NHOM CHUNG
Dang SNPs nguy co’ Dang SNPs
SRl Thudc 14, tudi, gisi CYR1AL
CYP2D6 CYP2D6
\_ \_ J

/ |
|—>[ Phan tich két qua ]4_

Hinh 2.9. So' dd thiét ké nghién ciru
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CHUONG 3
KET QUA

3.1. Pic diém chung ciia nhém nghién ciru
3.1.1. Pdc diém vé giéi nhom bénh nhén ung thw phoi va nhém déi ching.

Bang 3.1: Phan bd giéi ¢ hai nhém ung thu phoi va nhém ddi chimg

Nhém ung thw phoéi | Nhém dbi chirng

Nir 57 (25,9%) 75 (37,5%)
Nam 163 (74,1%) 125 (62,5%)
Tong 220 (100%) 200 (100%)

Nhan xét: Nhom bénh nhan ung thu phoi c6 ty 1& nam/nit 1a 2,8/1, nam gidi
nhiéu gan gip ba 1an so voi nhom bénh nhan 1 nir gidi. Piéu nay ciing phu
hop voi nhiéu nghién ciru khac vé ung thu phdi o trong nudc va thé gisi. Tuy
nhién, nhimg nim gan ddy cic nghién ctru vé ung thu phdi trong nude ciing
nhu trén thé gidi déu cho thiy ty 1¢ giita nam va nit bi ung thu phdi dang xich
lai gan nhau hon.

3.1.2. Pic diém vé tuéi nhém bénh nhén ung thw phéi

Bang 3.2: Tudi trung binh ciia nhém bénh nhan ung thw phdi va d6i chimg

Nhém ung thw phoi Nhém déi chirng
Trung binh (nim) X 60,0 66,0
D¢ léch (SD) 9,1 9,4

Nhan xét: do tudi trung binh ciia nhém bénh nhan ung thu phéi la 60,0 £9,1
cling phan anh d6 tudi c6 kha ning méc ung thu phdi cao nhat. Pay 1a tudi
trung binh mic ung thu phdi dugc rat nhidu cac nghién ctru trong va ngoai

nuéc da tong két.
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120 ~
100 A
80 A
60 -
40 A
2o - 1.8%
0 T T T
< 40 tudi 40 - 60 tudi > 60 tudi

Biéu d6 3.1: Phan bd theo nhém tudi & nhém bénh nhan ung thw phoi.

Nhan xét: Chung t6i chia nhém bénh nhan ung thu phdi theo 3 nhdm tudi; <
40 tudi, 40 dén 60 tudi va > 60 tudi. Bénh nhan ung thu phoi thudc nhom tudi
tir 40 dén 60 chiém ty 18 cao nhat 1a 115 (52,3%), ddy ciing 12 nhom tudi hay
bi ung thu phdi nhét theo két qua cta cac nghién ciru khac & trong va ngoai
nude, tiép theo 1a nhom tudi > 60 tudi chiém 101(45,9%) va cubi cing la
nhom < 40 tudi chiém 4 (1,8%). Két qua nay cho thdy nhitng nguoi < 40 tudi
thi it bi nguy co ung thu phdi hon so véi cac nhom tudi khac. Tuy nhién, ngay
nay bén canh yéu t6 nguy co hut thudc 14 dd duoc biét tir 1au con xuét hién rat
nhiéu cic nguyén nhan khac gay ung thu phdi nhu; 6 nhiém mai trudng, hoa
chét doc hai, chat thai cong nghiép chua qua xtr 1y... 1am cho ung thu phéi 6

thé gip o bat ky 1ira tudi nao va ngdy cang co xu hudng tré hoa.
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3.1.3. Mét sé diic diém chung ciia nhém bénh nhéan ung thw phéi va nhom
doi chirng.

Bang 3.3: Pic diém chung ciia nhém nghién ciru

s e aeX Ung thu phoi Nhom chung
Cac dac diém n (%) n (%) p
Gioi
Nam 163 (74,1%) 125 (62,5%) > 0,05
Nt 57 (25,9%) 75 (37,5%)
Tubi
Trung binh (M) 60,0 66,0 > 0,05
Do Iéch (SD) 9,1 9,4
Hut thuéc 14
Khéng 73 (33%) 128 (64%)
Co 147 (67%) 72 (36%)
< 20 bao/nam 48 (32,7%) 50 (69,4%)

> 20 bao/nam

99 (67,3%)

22 (30,6%)

Giai phiu bénh
K biéu mo tuyén
K té bao vay
K té bao nho

127 (57,7%)
81 (36,8%)
12 (5,5%)

Nhan xét: Bang 3.3 cho thay ty 1é nam cao hon nit ¢ ca 2 nhom nghién ctru
va d6 tudi trung binh 1a 60 & nhom ung thu phdi va 66 ¢ nhém dbi ching
nhung khong c6 su khac biét co ¥ nghia thong ké. O nhom bénh nhan ung thur
phoi, ty 18 bénh nhan c6 hiit thudc cao hon gap hai 1an nhém bénh nhan khong
hut thude va hat > 20 bao/nam ciing chiém ty 18 cao hon gip hai 1an so véi s6
bénh nhan hat thude < 20 bao/ndm. O nhém bénh nhén ung thu phdi duoc xac
dinh giai phau bénh thi ung thu biéu md tuyén chiém ti 1& cao nhat 127
(57,7%) rdi dén ung thu phoi té bao vay chiém 81(36,8%) va cudi cung ung
thu phoi té bao nho chiém 12 (5,5%).
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3.2. Xac dinh sw phan bd kiéu gen cac da hinh gen CYP1A1 & nhom bénh

nhan ung thw phdi va nhém ddi chirng

3.2.1. Xdc dinh sw phin bé kiéu gen ciia da hinh T6235C trén gen CYP1A1

¢ nhom bénh nhin ung thw phoi va nhém déi chirng

Két qua tach chiét DNA: DNA cua tat ca cac da hinh gen CYP1A1, CYP2D6
sau tach chiét dugc do ndéng dd va kiém tra d6 tinh sach & budc song
A260/A280 trén may Nanodrop 1000. Chiang toi nhan thay cdc mau DNA
tach chiét c6 nong d6 > 100 ng/ul va do tinh sach tir 1,8 - 2,0. Mat khac cac
mau DNA ciing dugc dién di kiém tra chat luong trén gel agarose 0,8%. Két
qua dién di cho thdy, DNA khong bi dut gy, san pham dién di chi c6 1 bing
ré nét, khdng cé bang phy. Tir két qua trén cho thay rang chét luong DNA sau
tach chiét dam bao chat luong cho phan tmg PCR.

Két qua khuéch dai viing T6235C ciia gen CYP1A1

M BC 1 2 3 4 5 6 7 8 9

Hinh 3.1. San pham khuéch dai doan ving T6235C ciia gen CYP1AL.
1-5: Mdu bénh nhdn ung thu phéi; 6-9: nhém déi chimg; M: thang chudn
100 bp; PC: Mdu déi chirng dwong.

Nhan xét: San phém PCR thu duoc c6 chat luong tdt, gém mot bang dac hi¢u

c6 kich thudc ding nhu tinh toéan 1a 340 bp.
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Két qua xdc dinh da hinh T6235C ciia gen CYP1A1 bang PCR — RFLP

M DC 1 2 3 4 5 6 7 8 9

<—340bp
200bp
<—140bp

Hinh 3.2. San pham sir dung enzym cit ving T6235C ciia gen CYP1A1
bang enzym Mspl.

1-5 Mdu bénh nhén ung thw phéi; 6-9 nhém doi chirng; M: thang chudn 100
bp; BC: Mdu déi chitng dirong.
Nhén xét: San pham cét doan viung T6235C trén gen CYP1A1 bang enzym
MsplI trén cac mau bénh nhan ung thu phdi va nhém chimg c6 kich thudc khac
nhau pht hop véi tinh toan 1y thuyét. MAu mang kiéu gen TT gém mot bang
DNA ¢6 kich thudc 340 bp (giéng 6, 8). Mau mang kiéu gen TC gom 3 bing
DNA c6 kich thude 340 bp, 200 bp, 140 bp (giéng 4, 9). Mau mang kiéu gen CC
g6m 2 bang DNA c¢6 kich thudc 200 bp va 140 bp (giéng 1, 2, 3, 5, 7).
Két qua gidi trinh tw kiém tra d¢ dic hidu ciia sdn phim PCR

Két qua san pham enzym gi6i han dugc kiém tra lai bang k¥ thuat giai

trinh tu gen
TiT T/C C/IC

v

CTCCTGGGCT CTCCEGGGCT CTCCEGGGCT

M e A

Hinh 3.3. Két qua giai trinh ty sin pham PCR mang doan gen T6235C
ciia gen CYP1A1 twong tng véi kiéu gen T/T; T/C; C/C.
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Nhan xét: Sau khi cat doan ving T6235C trén gen CYP1A1 bang phuong
phap enzym giéi han, thi chang t6i kiém tra lai bang k¥ thuat giai trinh tir. Két
qua giai trinh ty DNA ctia bénh nhén cho thay hoan toan phu hop véi két qua
san pham sir dung enzym gidi han.

3.2.2. Phdn bé kiéu gen ciia da hinh T6235C (m1) trén gen CYPIAI ¢
nhom bénh nhén ung thw phéi so véi nhém doi chirng.

Bing 3.4: Kiéu gen T6235C trén gen CYP1A1 ¢ nhém UTP va doi chirng

Kiéu gen CYP1A1 T6235C (m1)
n p
NhGm TT TC cC
Déi chimng 70 95 35 200 |
(35%) | (47,5%) | (17,5%) | (100%)
) 121 4
K phéi >0 o 220 <0,02
(22,7%) | (55,0%) | (22,3%) | (100%)
K biéu méo 33 69 25 127
X <0,23
tuyén (26%) | (54,3%) | (19,7%) | (100%)
) 15 47 19 81
K te bao viy < 0,02
(185%) | (58%) | (23,5%) | (100%)
) 2 12
K té bao nho > > < 0,09
(16,8%) | (41,6%) | (41,6%) | (100%)

Nhan xét: Két qua bang 3.4 cho thdy su phan bd kiéu gen TT, TC va CC &
nhom bénh nhan ung thu phoi 1a khac biét co ¥ nghia thong ké so vi nhom
dbi chimg véi p < 0,02. Trong ba nhém theo phan loai giai phdu bénh: Ung
thu phoi biéu mo tuyén, ung thu phdi té bao vay va ung thu phdi té bao nho
thi chi c6 nhom ung thu phdi té bao vay 1a co su phan bd kiéu gen khéac biét

c6 ¥ nghia théng ké so v6i nhom dbi chimg véi p < 0,02.
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Bang 3.5: Phan bd kiéu gen TT, TC — CC trén gen CYP1A1 véi nguy co

mic UTP é nhém bénh nhan UTP so véi nhém doi chimg

Kiéugen| CYP1A1l T6235C
(m1) ) OR
Cl P
Nhom TT | TCCC
Poi chirng 70 130 200
. 1,83
K phdi 50 170 220 < 0,005
(1,17 - 2,88)
K biéu mé 1,53
) 33 94 127 < 0,09
tuyén (0,91 - 2,60)
) 2,37
K té bao vay 15 66 81 < 0,006
(1,22 - 4,79)
} 2,69
K té bao nho 2 10 12 <0,19
(0,55 - 25,8)

Nhan xét: Bang 3.5 dua ra két qua phan bb riéng kiéu gen TC - CC & nhom
bénh nhan ung thu phdi c6 ty sut chénh OR = 1,83 (95% CI = 1,17 - 2,88) p
< 0,005 so voi kiéu gen TT ¢ nhoém d6i ching va ty suat chénh ndy c6 ¥ nghia
théng ké véi p < 0,005. Trong ba nhém ung thu phdi: Ung thu phdi biéu md
tuyén, ung thu phdi té bao vay va ung thu phdi té bao nho ciia nhém bénh
nhan ung thu phéi thi chi c6 nhom ung thu phoi té bao vay la cé su khac biét
c6 v nghia thong ké giira kiéu gen TC - CC so véi kiéu gen TC - CC cua
nhom ddi ching véi OR = 1,53 (95% CI = 1,22 - 4,79) p < 0,006.
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Bang 3.6: Phén b6 kiéu gen TT, TC - CC trén gen CYP1ALl véi nguy co

hiit thudc 14 & nhém bénh nhian UTP so v6i nhém doi chirng

\ Nhom Nhém UTP Nhl(il’n doi
Tinh chung OR
trang " " cl
hat thube TT | TC-CC TT |TC-CC
1,66
5ng h 18| 55 | 73|45 | 83 |128 !
Khong hut (0,83 - 3.36)
1,01
5 he 32| 115 |147| 25| 47 | 72 !
Cohut (0,97 -3,72)
<20bao/nam | 13| 35 | 48 | 18 | 32 | 50 151
aormam (0,59 - 3,93)
>20bao/nam | 19| 80 |99 | 7 | 15 | 22 1.96
=<0 baoman (0,59 - 6,01)
5 1,83
Téng 50 | 170 220 70 | 130 200 | o7

Nhan xét: Bang 3.6 dua ra két qua sy phan b kiéu gen TT, TC - CC & nhom
bénh nhin ung thu phdi va nguy co hat thude 14 so véi nhoém d6i ching thi
thdy & nhom BN khong hut thudc khong thay sy khac biét véi OR = 1,66
(95% CI = 0,83-3,36). O nhom hit thude cho két qua ty suat chénh OR >1 va
cao hon nhém khéng hut thuée nhung van chua thiy su khac biét ¢ ¥ nghia
thong ké voi OR = 1,91 (95% CI = 0,97 — 3,72). Chung t6i cling chia nhom
hut thudce thanh 2 nhém; hit thuée < 20 bao/ndm va > 20 bao/nam dong thoi
tién hanh so sanh su phan bd kiéu gen véi yéu té nguy co nay nhung ciing
chua tim thay su khac biét tuy nhién két qua ciing cho thay: Ty suat chénh cta
nhém bénh nhan hut thudc > 20 bao/nam 1a 1,96 cao hon so v&i nhom bénh

nhan hut thude < 20 bao/nam véi két qua OR chi la 1,51,
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Bang 3.7: Phén bd kiéu gen TT, TC - CC trén gen CYP1ALl véi nguy co

hiit thuoc 14 & nhém BN UTP biéu mé tuyén so v6i nhém ddi chirng

Nhom UTP Nhém doi
biéu mé tuyén chirn
Y 5 OR
n n
Cl
TT |TC-CC TT | TC-CC
1,39
Khong hat | 14 36 50 45 83 128
(0,65 - 3,09)
1,62
Cé hut 19 58 77 25 47 712
(0,75 - 3,52)
<20 1,12
6 12 18 18 32 50
bao/nam (0,32 - 4,30)
>20 1,65
13 46 59 7 15 22
bao/nim (0,46 - 5,48)

Nhén xét: Bang 3.7 dua ra két qua phan bo kiéu gen nhom khong T6235T
bao gdm hai kiéu gen TC va CC ¢ nhém bénh nhan ung thu phdi biéu mo
tuyén véi nguy co hat thudc cho thdy; & nhom khong hut thube c6 OR =
1,39 nhung khong c6 ¥ nghia thong ké. O nhom hit thube c6 OR > 1 va
cao hon so voi nhom khong hut nhung ciing chua cho thay su khac biét voi
OR = 1,62 (95% CI = 0,75 — 3,52) so v&i kiéu gen TT ¢ nhom dbi ching.
Khi chdng tdi chia nhém hit thudc thanh hai nhém bénh nhan hut thude <
20 bao/nam va > 20 bao/nam thi cling chua tim théy su khac biét véi chi sd
OR lan lugt 12 OR = 1,12 (95% CI = 0,32 - 4,30): OR = 1,65 (95% CI =
0,46 - 5,48). Nhom BN hut > 20 bao/nam ¢6é OR cao hon nhém BN hut <

20 bao/nam.
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Bang 3.8: Phén bé kiéu gen TT, TC - CC trén gen CYP1AL1 véi nguy co

hiit thudc 14 & nhém BN UTP té bao vay so véi nhém ddi chimg

Nhém | Nhom UTP Nhém dbi
6 bio vi chirn
) € bao vay g OR
Nhé n n Cl
té bao TT | TC-CC TT | TC-CC
vay
Khong hat | 4 18 22 | 45 83 | 128 244
g (0,74 - 10,4)
C6 hit 11 48 59 | 25 47 72 3,32
(0,96 - 5,81)
<20 1,78
g 6 19 25 | 18 32 50
bao/nim (0,55 -6,42)
271
=20 5 | 20 | 34 | 7 15 | 22
bao/nam (0,61 - 12,0)

Nhan xét: Bang 3.8 dua ra két qua phan bd kiéu gen nhom khong T6235T
bao gédm hai kiéu gen TC va CC & nhom bénh nhan ung thu phoi té bao vay
v6i nguy co hat thude cho thiy; & nhém khong hut thudc co6 OR = 2,44
nhung khong c6 y nghia théng ké. O nhém hat thuée c6 OR > 1 rat nhiéu
va 16n hon so véi nhém khong hut thude nhung ciing chua thay su khéc
biét véi OR = 3,32 (95% CI = 0,96 - 5,81) so véi kiéu gen TT & nhom doi
chtng. Khi ching tdi chia nhom hut thudc thanh hai nhém bénh nhan hut
thudc < 20 bao/nam va > 20 bao/nam thi ciing chua tim thy su khac biét
c6 ¥ nghia thong ké mic du chi s6 OR > 1 va ting cao dan Ién theo sd bao
hut thude trén nim véi chi s OR lan luot 13 OR = 1,78 (95% CI = 0,55 -
6,42) voi hit thude < 20 bao/nam: OR = 2,71 (95% Cl = 0,61 - 12,0) véi

hat thudc > 20 bao/nam.
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Bang 3.9: Phén bd kiéu gen TT véi kiéu gen TC - CC trén gen CYP1A1

theo giéi & nhém bénh nhan UTP va nhém d6i ching

Nhom Nhom doi
Nhom UTP
chirng OR
n n
Cl
TT | TC-CC TT | TC-CC
Gidi
1,53
Nir 14 43 57 25 50 75
(0,66 - 3,61)
1,98
Nam 36 127 163 | 45 80 125
(1,14 - 3,45)
, , 1,83
Tong so 50 170 220 | 70 130 200
(1,16 - 2,88)

Nhén xét: Ching t6i ciing tién hanh so sanh kiéu gen (TC - CC) véi kiéu gen

TT ¢ nhém bénh nhan ung thu phdi theo timg gidi so v6i nhém dbi ching thi

két qua bang 3.9 cho thay; su phan b kiéu gen (TC - CC) cta nhdm bénh

nhan ung thu phoi theo gidi nir khong thiy sy khac biét co ¥ nghia théng ké
so v6i nhom ddi ching véi ty suat chénh OR = 1,53 (95% CI = 0,66 — 3,61)

v6i p < 0,27. Nhung ¢ tong ca hai giéi va dic biét & nam gidi lai cho két qua

c6 su khéc biét co y nghia thong ké giira kiéu gen (TC - CC) so véi kiéu gen
TT nhém dbi chimg véi ty suat chénh OR lan luot 1a OR = 1,83 (95% CI =
1,16 — 2,88): OR = 1,98 (95% CI = 1,14 — 3,45). Diéu nay cho thay ¢ nam

gidi cling voi yéu td nguy co huat thude 14 cao hon & nit gidi thi nguy co mic

ung thu phoi ciing rd rang hon so véi gidi nir.
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Bang 3.10: Phan bé kiéu gen TT véi kiéu gen TC - CC trén gen CYP1A1

theo nhom tudi & Nhém bénh nhan UTP so véi nhém doi chimg

Nhém Nhém doi
Nhom UTP
chirng OR
n n
Nhom 959% ClI
) TT | TC-CC TT | TC-CC
tuoi
< 40 tubi 3 1 4 0 1 1
1,89
40 - 60 22 93 115 | 13 29 42
(1,07 - 4,51)
. 1,68
> 60 tudi | 25 76 101 | 56 101 | 157
(0,93 - 3,08)
. 1,83
Téngsé | 50 170 | 220 | 69 131 | 200
(1,16 - 2,88)

Nhan xét: Ching t6i cling tién hanh so sanh kiéu gen (TC - CC) véi kiéu gen
TT & nhom bénh nhan ung thu phoi theo timg nhém tudi so v6i nhom doi
chtng thi két qua bang 3.10 cho thiy; su phan bd kiéu gen (TC - CC) cua
nhoém bénh nhan ung thu phdi theo nhdém tudi 40 dén 60 tudi 1a co nguy co bi
mic ung thu phdi cao nhat vai OR = 1,89 (95% CI = 1,07 - 4,51) va khac
biét c6 ¥ nghia théng ké vai p < 0,05. Diéu nay cho thdy nhom tudi tir 40
dén 60 theo két qua nghién clru clia chiing tdi c6 nguy co mic ung thu phoi
cao nht cung voi viée tiép xuc véi cac yéu td nguy co nhu hat thude 14, 6
nhiém méi trudng... Tiép theo 1a nhom tudi trén 60 tudi véi ty suat chénh 14
OR =1,68 (95% CI = 0,93 - 3,08) véi p < 0,06 va chua c6 sy khac biét cOy
nghia théng ké. Nhung tong ca ba nhom tudi lai cho két qua c6 su khac biét
c6 y nghia théng ké véi ty suat chénh OR = 1,83 (95% CI = 1,16 - 2,88) so

vO1 nhom d61 ching.
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3.2.3. Xdc dinh sw phin bé kiéu gen ciia da hinh A4889G (m2) trén gen
CYPIAI ¢ nhém bénh nhén ung thw phéi va nhém déi chirng.
Két qua khuéch dai vitng A4889G ciia gen CYP1A1

M HC 1 2 3 4 5 6 7 8

< 204bp

Hinh 3.4. San pham khuéch dai doan viing A4889G ciia gen CYP1A1

1-5 Mdu bénh nhéan ung thw phéi; 6-8 nhém doi chieng; M: thang chudn 100
bp; BC: Mdu doi chirng dwong.
Nhan xét: San phém PCR thu duoc c6 chét luong tdt, gém mot bang dac hiéu
o kich thudc dang nhu tinh toan 1a 204 bp.
Két qua xdc dinh da hinh A4889G ciia gen CYP1A1 bang PCR — RFLP

M bC 1 2 3 4 5 6 7 8

<—204bp
<—149bp

< 55bp

Hinh 3.5. San pham sir dung enzym cit viing A4889G ciia gen CYP1A1
bang enzym Mspl.
1-5 Mau bénh nhén ung thu phéi; 6-8 nhém doi chitng; M: thang chudn 100
bp; BC: Mdu déi chitng dirong.
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Nhan xét: San phiam st dung enzym cit doan ving A4889G trén gen
CYP1A1 bang enzym Mspl trén cac mau bénh nhan ung thu phdi va nhém
d6i chimg co kich thudc khac nhau phu hop véi tinh toan 1y thuyét. Mau
mang kiéu gen GG gdm mdt bang DNA c6 kich thude 204 bp (giéng 3). Mau
mang kiéu gen AG gdm 3 bang DNA c6 kich thudc 204 bp, 149 bp, 55 bp
(giéng 2, 4,5, 7, 8). Mau mang kiéu gen AA gdém 2 bing DNA c6 kich thuéc
149 bp va 55 bp (giéng 1, 6) (Hinh 3.5)
Két qua gidi trinh tw kiém tra dp dic hiéu cia sin pham PCR
Két qua san pham enzym giéi han duoc kiém tra lai bang k¥ thuat giai

trinh tu gen

AA AG GG

R

/\ JV\ Jﬁ“%'ﬂ'* {\,ﬂ"n'ﬁw%ﬁ NV

Hinh 3.6. Két qua giai trinh tu sin phAm PCR mang doan gen A4889G

ciia gen CYP1A1 trén DNA ciia bénh nhan twong vng véi Kiéu gen A/A;
AlG; G/G.
Nhén xét: Két qua giai trinh ty DNA cua bénh nhan cho thay hoan toan phu

hop véi két qua san pham cét cia enzym gidi han.
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Bang 3.11: Phan b kiéu gen ciia da hinh A4889G (m2) trén gen CYP1A1

& nhém bénh nhin ung thu phoi véi nhém ddi chimg

Kiéu gen CYP1A1 A4889G (m2)
n p
Nhom AA AG GG

Péi chimng 90 85 25 200 |

(45%) | (42,5%) | (12,5%) | (100%)

- 85 103 32 220

K phoi <04

(38,6%) | (46,8%) | (14,6%) | (100%)

K biéu mé 48 59 20 127 <04
tuyén (37,8%) | (465%) | (157%) | (100%) |
P 32 38 11 81

K té bao vay <0,7
(39,5%) | (46,9%) | (13,6%) | (100%)
) 6 1 12
K té bao nhé > <0,8
(41,7%) | (50,0%) (8,3%) | (100%)

Nhan xét: Bang 3.11 cho thdy su phan bé kiéu gen AA, AG, GG culia gen
CYP1Al A4889G (m2) clia nhom bénh nhan ung thu phdi lan luot 1a 85
(38,6%): 103 (46,8%): 32 (14,6%) so voéi nhom dbi chiung 90 (45%): 85
(42,5%): 25 (12,5%) khong c6 su khac biét co ¥ nghia théng ké so véi nhom
d6i chimg véi p < 0,4. Trong nhém bénh nhan ung thu phdi ching toi cling
tién hanh so sanh cac kiéu gen clia timg nhom giai phau bénh véi nhom déi
chtng nhu; nhdm ung thu phdi biéu md tuyén, ung thu phoi té bao vay, ung
thu phoi té bao nhoé nhung cling khong cho thay su khac biét c6 y nghia thong
ké voiplanluotlap<0,4:p<0,7:p<0,8.
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Bang 3.12: Phan b kiéu gen AA, AG - GG trén gen CYP1AL1 véi nguy co

mic UTP é nhém bénh nhan UTP so véi nhém doi chimg

Kiéu gen| CYP1A1 A4889G
(m2) . OR
. ClI P
Nhom AA | AG-GG
Poi chirng 90 110 200
. 1,30
K phoi 85 135 220 <0,18
(0,86 - 1,95)
K biéu mé 1,35
] 48 79 127 <0,2
tuyén (0,83 -2,17)
] 1,25
K té bao vay 32 49 81 <04
(0,71 - 2,19)
) 1,14
K té bao nhé 5 7 12 <0,8
(0,30 - 4,73)

Nhan xét: Két qua bang 3.12 dua ra két qua phan bé kiéu gen AG - GG vdi
nguy co mic ung thu phdi co ty suat chénh OR = 1,3 (95% CI = 0,86 - 1,95)
so v4i kiéu gen AA cua gen CYPIAL m2 & nhoém d6i ching 1a chua co Y
nghia thong ké véi p < 0,18. Trong ba nhém ung thu phdi theo phan loai giai
phau bénh gém; ung thu phdi té bao nho, ung thu phdi té bao vay va ung thu
phoi biéu md tuyén déu cb ty suat chénh OR >1 va tang dan v&i két qua lan
luot Ia OR = 1,14 (95% CI = 0,3 - 4,73): OR = 1,25 (95% CI = 0,71 - 2,16):
OR = 1,35 (95% Cl = 0,83 - 2,17) nhung déu chua cho thiy su khac biét co Y
nghia théng ké. Két qua niy cho thay & nhom bénh nhan ung thu phdi biéu
md tuyén cta da hinh A4889G trén gen CYP1A1 c6 nguy co cao nhat so voi

hai nhém giai phau bénh con lai.




69

Bang 3.13: Phan b kiéu gen AA, AG - GG trén gen CYP1AL1 véi nguy co

hiit thuoc 14 & nhém bénh nhan UTP so v6i nhém doi chirng

Nhom ] Nhém doi
. Nhém UTP
Tin chirng OR
n n
trang Cl
Mt thube AA | AG-GG AA | AG-GG
. . 1,19
Khong hut 31 42 73 | 60 68 128
(0,64 - 2,23)
s 1,23
Co hat 54 93 147 | 30 42 72
(0,66 - 2,27)
0,92
<20 bao/mam | 23 25 48 | 23 27 50
(0,39 - 2,21)
1,02
> 20 bao/nam | 31 68 99 7 15 22
(0,32 - 3,01)
. 1,29
Tong 85 135 220 | 90 110 | 200
(0,86 - 1,95)

Nhan xét: Bang 3.13 dua ra két qua sy phan bé kiéu gen AG — GG so v6i AA
& nhém bénh nhan ung thu phdi va nguy co hut thudc 14 véi nhom dbi ching
cho thiy; & nhém BN khéng hut thuéc khdng thiy su khac biét ¢ ¥ nghia théng
ké véi OR = 1,19 (95% CI = 0,64 - 2,23). O nhom bénh nhan ung thu phdi co
hut thude cho két qua ty suat chénh OR > 1 va cao hon nhom khéng hut thude
nhung van chua thay su khac biét co y nghia théng ké voi OR = 1,23 (95% CI =
0,66 - 2,27). Chung tdi cling chia nhom hut thude thanh 2 nhom hut thude < 20
bao/nam va > 20 bao/ndm dong thoi tién hanh so sanh sy phan b kiéu gen véi
yéu t6 nguy co nay nhung ciing chua tim thiy su khac biét va két qua ciing cho
thay; ty suat chénh ctia nhém bénh nhan ung thu phoi hit thude > 20 bao/nam la

cao hon so v&i nhom bénh nhan hat thude < 20 bao/nam.
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Bang 3.14: Phan b kiéu gen AA, AG - GG trén gen CYP1AL1 véi nguy co

hat thude 14 @ nhém BN UTP biéu mé tuyén so véi nhém doi ching

Nhom | Nhém UTP ,
. Nhom doi
biéu mo
] , chirng OR
Nhom tuyén n n
. Cl
biéu mo
, AA | AG-GG AA | AG-GG
tuyen
1,22
Khong hut 21 29 50 60 68 128
(0,60 - 2,50)
1,32
Co hat 27 50 77 30 42 72
(0,64 - 2,70)
0,85
<20 bao/nam | 9 9 18 23 27 50
(0,25 - 2,89)
1,06
> 20 bao/nam | 18 41 59 7 15 22
(0,31 - 3,38)

Nhan xét: Bang 3.14 dua ra két qua phan bd kiéu gen nhom khong
A4889A bao gdm hai kiéu gen AG va GG ¢ nhom bénh nhan ung thu phoi
biéu mé tuyén véi nguy co hut thude cho thiy; & nhom khong huat thude c6
OR = 1,22 nhung khéng c6 y nghia théng ké. O nhom hut thude c6 OR > 1
va cao hon so v6i nhom khong hut nhung ciing chua thdy su khac biét voi
OR =1,32 (95% Cl = 0,64 — 2,70) so véi kiéu gen AA & nhém ddi ching.
Khi ching t6i chia nhom hiat thude thanh hai nhém; bénh nhan hat thude <
20 bao/nam va > 20 bao/nam thi cling chua tim théy su khac biét vai chi sb
OR lan lugt 12 OR = 0,85 (95% CI = 0,25 - 2,89): OR = 1,06 (95% CI =
0,31 - 3,38).
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Bang 3.15: Phan b kiéu gen AA, AG - GG trén gen CYP1AL1 véi nguy co

hiit thudc 14 & nhém BN ung thu phoi té bao vay so véi nhém ddi chirng

NRom |\ hém UTP Nhém dbi
té bao vay chirng OR
n n
Cl
AA | AG-GG AA | AG-GG
vay
, 1,27
Khéng hat 9 13 22 60 68 128
(0,47 - 3,63)
1,31
Co hut 23 36 59 30 42 72
(0,52 - 2,39)
0,92
<20 bao/nam | 13 12 25 23 27 50
(0,31 - 2,69)
0,97
> 20 bao/nam | 11 23 34 7 15 22
(0,25 - 3,53)

Nhan xét: Bang 3.15 dua ra két qua phan bd kiéu gen nhom khdng
A4889A bao gém hai kiéu gen AG va GG ¢ nhom bénh nhan ung thu phoi
té bao vay vdi nguy co hut thude cho thay; & nhom bénh nhan ung thu phoi
khéng hat thuéc c6 OR = 1,27 nhung khéng c6 su khac biét co6 y nghia
théng ké voi nhom dbi chimg. O nhém bénh nhan ung thu phdi cé hit
thude 14 ¢c6 OR > 1 va cao hon so véi nhom bénh nhan UTP khéng hut
thuéc nhung ciing chua thdy sy khac biét c6 ¥ nghia théng ké v6i OR =
1,31 (95% CI = 0,52 — 2,39) so véi kiéu gen AA & nhém d6i chung. Khi
chdng t6i chia nhom hat thudc thanh hai nhom bénh nhan; ung thu phdi hit
thudc < 20 bao/nim va > 20 bao/nam thi ciing chua tim thay sy khac biét
c6 ¥ nghia thong ké vai chi sé OR lan luot 1a OR = 0,92 (95% CI = 0,31 -
2,69): OR =0,97 (95% CI = 0,25 - 3,53).
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Bang 3.16: Phan b6 Kkiéu gen AA véi kiéu gen AG - GG trén gen CYP1A1

theo giéi & nhém bénh nhan ung thw phdi va nhém ddi chimg

Nhom Nhom doi
Nhom UTP
chirng OR
n n
Cl
AA | AG-GG AA | AG-GG
Gidi
1,16
Nir 26 35 57 | 37 38 75
(0,55 - 2,45)
1,30
Nam 59 104 163 | 53 72 125
(1,08 - 2,15)
X , 1,29
Tong so 85 135 220 | 90 110 200
(0,84 - 1,95)

Nhan xét: Chiing t6i da tién hanh so sanh kiéu gen (AA - AG) véi kiéu gen
AA & nhém bénh nhan ung thu phoi theo timg gidi voi nhom déi ching thi
dugc két qua & bang 3.16 cho thay: Su phan bd kiéu gen AG - GG ciia nhom
bénh nhan ung thu phdi theo gidi nir 13 khong co su khac biét c6 ¥ nghia so
v6i nhom d6i chimg véi ty suat chénh 1a OR = 1,16 (95% CI = 0,55 - 2,45)
v6i p < 0,67. Nhung & nam gidi lai cho két qua c6 sy khac biét c6 ¥ nghia
théng ké véi ty sudt chénh OR = 1,30 (95% CI = 1,08 - 2,15) p < 0,05. biéu
nay cho thay ciing nhu kiéu gen CYP1AIl T6235C hay ml thi & kiéu gen
CYP1A1l A4889G hay m2 ciing cho thidy & nam gidi véi yéu té nguy co hut
thudc 14 cao hon & nit gidi thi nguy co méc ung thu phodi 1a rd dang hon so véi

gidi nil.
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Bang 3.17: Phan bd kiéu gen AA véi kiéu gen AG - GG trén gen CYP1A1

theo Nnhoém tudi & Nhom bénh nhan ung thw phdi va nhém doi chirng

Nhém déi
Nhom UTP
chirng OR
n n
Cl
AA | AG-GG AA | AG-GG
< 40 tudi 1 3 4 0 1 1
222
40 - 60 38 77 115 | 22 20 42
(1,02 - 4,87)
. 0,91
> 60 tudi 46 55 101 | 68 89 157
(0,53 - 1,55)
. 1,29
Téong so 85 135 220 | 90 110 200
(0,84 - 1,95)

Nhin xét: Ching t6i ciing tién hanh so sanh kiéu gen (AG - GG) véi kiéu gen
AA & nhom bénh nhan ung thu phdi theo timg nhom tudi so véi nhom d6i
chtng duoc két qua bang 3.17 cho thy: Su phan bd kiéu gen AG - GG cua
nhém bénh nhan ung thu phoi theo nhom tudi 40 dén 60 1 c6 nguy co cao
nhat v&i ty suat chénh OR = 2,22 (95% CI = 1,02 - 4,87) va khac biét c6 ¥
nghia thdng ké véi p < 0,02. Piu nay cho thay ciing nhu kiéu gen CYP1A1
ml thi & kiéu gen CYP1A1 m2 ¢ nhom tudi 40 dén 60 tudi 6 nguy co mic
ung thu phdi cao nhat, tiép theo nhom bénh nhan ung thu phdi tudi trén 60
tudi voi ty suat chénh OR = 1,29 (95% CI = 0,84 - 1,95) voi p < 0,7 va khong

c6 su khac biét cé y nghia thong ké so v6i nhém ddi ching.
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Bang 3.18: So sanh cac kiéu gen ciia da hinh T6235C (m1) véi cac kiéu
gen cia da hinh A4889G (m2) trén gen CYP1ALl.

Pa hinh A4889G (m2)
CYP1A1 P
AA AG GG
TT 40 5 5
(47,1%) | (4,9%) | (16%)
Pa hinh
TC 35 77 9
T6235C P < 0,001
(41,2%) | (74,8%) | (28,1%)
(m1)
cC 10 21 18
(11,8%) | (20,4%) | (56,2%)
Téong 85 103 32 220

Nhin xét: Bang 3.18 dua ra su phan bd kiéu gen cuia hai da hinh T6235C va
da hinh A4889G trén cung mdt gen CYP1Alcua nhém bénh nhan ung thu
phoi, déng thoi so sanh su phan b kiéu gen cta hai da hinh nay va cho thay
c6 su khac biét rat c6 y nghia thong ké véi p < 0,001. Pidu nay giai thich tai
sao & nhom bénh nhan ung thu phodi ciia ching t6i ¢6 sy phan bo kiéu gen cua
da hinh T6235C (ml) trén gen CYP1A1 lai c6 su khac biét rat co ¥ nghia
thdng ké gitta nhém bénh nhan ung thu phdi voi nhom ddi ching trong khi da
hinh A4889G (m2) ctia gen CYP1A1 lai chua tim thay su khéc biét. Pic biét
& hai da hinh nay c6 kiéu gen di hop tir TC ctia gen CYP1AI ml va da hinh
c6 kiéu gen di hop tir AG cua gen CYP1A1 m2 ¢ nhém bénh nhén ung thu
phoi chiém ty 1é rat cao 77 (74,8%). N6 cho thay kiéu gen di hop tir & hai da
hinh m1 va m2 ctia gen CYP1A1 c6 nguy co bj ung thu phdi cao nhat va co y

nghia thong ké theo két qua nghién ctru cta ching t6i.
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3.2.4. Xdc dinh sw phéan bo kiéu gen ciia da hinh T5639C (mn3) trén gen
CYPIAI ¢ nhém bénh nhén ung thw phéi va nhém déi chirng

V6i da hinh T5639C (m3) ctia gen CYP1A1 chiing tdi ciing duoc tién
hanh phan tich bang k¥ thuat PCR-RFLP tuy nhién chi thu dugc hai kiéu gen
TC va TT, khac voi tinh toan 1y thuyét. Chling toi da so sanh hai kiéu gen nay
giita nhom bénh nhan ung thu phdi va nhdm ddi chimg & bang 3.19.

Bang 3.19: Phan bd kiéu gen ciia da hinh T5639C (m3) trén gen CYP1A1

& nhém bénh nhan ung thw phoi va nhém doi chirng

.| Nhém ung thw phoi | Nhém doi chirng ,
Nhom Két qua
) n (% n (%
Kiéu gen %) >0
e 22 (10%) 16 (8%) OR = 1,277
95%
TT 198 (90%) 184(92%) | (cI= 0,895-1,969)
Tong 220 200

Nhan xét: Bang 3.19 cho thay kiéu gen TC va TT cta nhom bénh nhin ung
thu phoi khong co su khac biét c6 ¥ nghia thong ké so véi nhom ddi chimg
vé6i ty suat chénh OR = 1,277 (95% CI = 0,895 — 1,969) p > 0,05.

3.2.5. Xdc dinh sw phdn bo kiéu gen ciia da hinh C4887A (m4) trén gen
CYPIAI 6 nhém bénh nhin ung thw phéi va nhém doi chirng

V6i da hinh C4887A (m4) cta gen CYP1A1 ching t6i ciing tién hanh
phan tich bang ky thuat PCR-RFLP va ciing chi thu dugc hai kiéu gen CA va
CC, khac véi tinh toan 1y thuyét. Chiing toi tién hanh so sanh hai kiéu gen nay

gitta nhom bénh nhan ung thu phdi va nhom ddi chimg & bang 3.20.
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Bang 3.20: Phan bé kiéu gen ciia da hinh C4887A (m4) trén gen CYP1A1

& nhém bénh nhan ung thw phoi va nhém doi chirng

Nh6m| Nhém ung thw phoi | Nhém doi chirng .
2 Keét qua
Kieu ge n (%) n (%)
CA 33 (15%) 24 (12%) OR =1,294
95%
CC 187 (85%) 176 (88%)
(Cl=0,826-1,849)
Téng 220 200

Nhan xét: Bang 3.20 cho thay kiéu gen CA va CC cia nhém bénh nhan ung
thu phoi khong co su khac biét c6 ¥ nghia thong ké so v6i nhém ddi chimg
v6i ty sudt chénh OR = 1,294 (95% CI = 0,826 - 1,849) p > 0,05.

3.3. X4c dinh su phin bd kiéu gen cac da hinh gen CYP2D6 & nhom bénh
nhan ung thw phdi va nhém ddi chirng

3.3.1. Xdc dinh sw phén bé kiéu gen ciia da hinh G4268C trén gen CYP2D6
¢ nhom bénh nhén ung thw phéi va nhém doi chirng

Két qua khuéch dai viing G4268C ciia gen CYP2D6

Marker (+) (-) KO07 K08 K09 K10 KI11 K12 KI13 KI18 K19

400bp e

300bp—> «— 332bp

Hinh 3.7. San pham khuéch dai doan ving G4268C ciia gen CYP2D6.
Giéngl: Marker thang chudn 100 bp; Giéng 2: Mau chimg (+),; Giéng 3: Madu
chimg (-); K7- kK11: Mdu bénh nhén ung thu phéi; k12- k19: Nhém doi ching.
Nhin xét: Két qua khuéch dai doan viing G4268C cua gen CYP2D6 dugc san
phém PCR thu dugc c6 chat luong tbt, gé)m mot bang dac hiéu co6 kich thude

ding nhu tinh todn 1a 332 bp.
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Két qua xdc dinh da hinh G4268C ciia gen CYP2D6 bang PCR — RFLP

M bC 1 2 3 4 5 6 7

<332bp

< 103bp

Hinh 3.8. San pham sir dung enzym cit viing G4268C ciia gen CYP2D6
bang enzym Eco91l.

1-4 Mau bénh nhdn ung thw phéi; 5-7 nhém doi chimg; M: thang chudn 100
bp; BC: Mdu déi chitng dirong.

Nhan xét: San pham st dung enzym cat doan ving G4268C trén gen
CYP2D6 bang enzym Eco91l trén cac mau bénh nhan ung thu phoi va nhém
chtng c6 kich thudc khic nhau phu hop véi tinh toan 1y thuyét. Mau mang
kiéu gen GG gom mot bang DNA c6 kich thuéc 332 bp. Mau mang kiéu gen
GC gom 3 bing DNA c6 kich thude 332 bp, 229 bp, 103 bp (giéng 3). Mau
mang kiéu gen CC gém 2 bang DNA c6 kich thudc 229 bp va 103 bp (giéng
1,2,4,5,6,7) (Hinh 3.8)

Két qua gidi trinh tw kiém tra dp diic hiéu ciia san phdm PCR

San pham enzym gidi han duoc kiém tra lai bang k¥ thuat giai trinh tu gen

G/G CC GC

’ l }

Hinh 3.9. Két qua giai trinh tw sin pham PCR mang doan gen G4268C ciia gen
CYP2D6 trén DNA ciia bénh nhin twong img véi kiéu gen G/G; C/C; G/C.
Nhian xét: két qua giai trinh tw DNA ciia bénh nhan cho thay hoan toan phu

hop véi sdn pham enzym gidi han.
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Bang 3.21: Phan b6 Kkiéu gen ciia da hinh G4268C trén gen CYP2D6 &

nhom bénh nhan ung thu phoi so véi nhom ddi chirng

Kiéu gen CYP2D6 G4268C
n p
Nhém GG GC cC
péi chimg 28 51 121 200 |
(14%) | (25,5%) | (60,5%) | (100%)
) 126 68
K phéi 26 2201 <0001
(11,8%) | (57.3%) | (30,9%) | (100%)
. , 14 72 41 127
K biéu mé tuyén < 0,001
(11,0%) | (56,7%) | (32,3%) | (100%)
, 11 46 24 81
K té bao vay < 0,001
(13.6%) | (56.8%) | (29.6%) | (100%)
, 1 8 3 12
K 16 bao nhé <0008
(16,8%) | (41.6%) | (41,6%) | (100%)

Nhan xét: Két qua bang 3.21 cho thiy su phan bé kiéu gen GG, GC va CC ¢

nhom bénh nhan ung thu phoi 1a khac biét rat c6 ¥ nghia théng ké so voi

nhom dbi chimg vai p < 0,001. Trong ba nhém theo phan loai giai phau bénh:

Ung thu phdi biéu md tuyén, ung thu phdi té bao vay va ung thu phdi té bao

nhoé cta nhom bénh nhan ung thu phdi déu co sy phan b kiéu gen khac biét

rat c6 y nghia thong ké so voi nhom ddi ching véi p 1an lugt 1a p < 0,001: p <

0,001: p < 0,008. Két qua nay cho thay cac kiéu gen cua da hinh G4268C gen

CYP2D6 ciing trén bénh nhan ung thu phdi nhung c6 su phan bd khac biét so
véi cac da hinh cua gen CYP1AL.
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Bang 3.22: Phan b kiéu gen CC, GC - GG trén gen CYP2D6 véi nguy co

mic UTP é nhém bénh nhan ung thu phdi so véi nhém ddi chimg

Ki€ugen | ~ypia1 Ga268C OR
n p
Nhém CC | GC-GG Cl
Poi chirng 79 121 200
] 3.42
K phéi 68 152 | 220 < 0,001
(2,24 - 5.22)
] , 321
K biéu mé tuyén 41 86 127 < 0,001
(1,96 - 5,.28)
, 3.63
K t bao viy 24 57 81 < 0,001
(2,02 - 6,63)
, 459
K 6 bio nhé 3 9 12 <0,02
(1,10 - 26,99)

Nhin xét: Két qua bang 3.22 dua ra két qua phan bd riéng kiéu gen GC - GG
& nhom bénh nhan ung thu phdi c6 ty sut chénh OR rat cao = 3,42 (95% ClI
= 2,24 - 5,22) so vé6i kiéu gen CC ¢ nhoém d6i ching va ty suat chénh nay
khac biét rat co y nghia thong ké véi p < 0,001. Trong ba nhdm theo phan loai
giai phau bénh: Ung thu phdi biéu mo tuyén, ung thu phoi té bao vay va ung
thu phoi té bao nhé cia nhém bénh nhan ung thu phdi thi & ca ba nhém nay
déu co sy phan bd kiéu gen khac biét c6 ¥ nghia théng ké so voi nhom ddi
chtng giira kiéu gen GC — GG vdi kiéu gen CC véi két qua OR 1an luot 1a OR
=3,21 (95% CI = 1,96 - 5,28) p < 0,001: OR = 3,63 (95% CI = 2,02 — 6,63) p
< 0,001: OR = 4,59 (95% CI = 1,10 - 26,99) p < 0,02. Két qua niy cang cho
thay su khac biét véi cac da hinh ciia gen CYP1A1 & cic d6i tugng nghién

ctru cua chung toi.
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Bang 3.23: Phan b kiéu gen CC, GC - GG trén gen CYP2D6 véi nguy co

hiit thudc & nhém bénh nhin ung thw phoi so v6i nhom ddi chirng

Nhém

Nhom UTP Nhém ddi ching
OR
Tinh n n cl
trang CC |GC-GG CC | GC-GG
hiit thude
Khéng hat | 28 45 73 | 76 52 128 235
| (1,25 - 4,42)
4,45
Co hat 40 107 | 147 | 45 27 72 !
’ (2,35 - 8,50)
<20 5,04
11 37 48 | 30 20 50 !
bao/nim (1,93 - 13,5)
> 20 5,17
- 29 70 99 | 15 7 22
bao/nam (1,74 - 16,4)
T6 68 152 | 220 | 121 79 200 3:42
one (2,24 - 5,22)

Nhan xét: Bang 3.23 dua ra két qua sy phan bd kiéu gen GC - GG, CC ¢
nhom bénh nhan ung thu phdi va nguy co hut thude 14 so vi nhom ddi chimg
cho thay; & nhdm bénh nhan khong hut thube da co sy khac biét ¢ y nghia
théng ké véi OR = 2,35 (95% Cl = 1,25 - 4,42) p < 0,04. O nhom bénh nhin
ung thu phdi ¢ hat thude cho két qua ty suit chénh OR rit cao ddng thoi cao
hon nhém khéong hit thude va cé su khac biét c6 y nghia thong ké véi OR =
4,45 (95% Cl = 2,35 - 8,50) p < 0,001. Chiing tdi ciing chia nhém hut thude
thanh 2 nhom; hat thue < 20 bao/nam va > 20 bao/ndm dong thoi tién hanh
so sanh sy phan b kiéu gen GC - GG véi yéu t6 nguy co hut thude so voéi
nhom ddi chimg thi duoc ty suat chénh rat cao va khac biét co ¥ nghia théng
ké v&i OR lan lugt OR = 5,04 (95% CI = 1,93 - 13,5) p < 0,001: OR = 5,17
(95% Cl =1,74 - 16,4) p < 0,001.
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Bang 3.24: Phan b kiéu gen CC, GC - GG trén gen CYP2D6 véi nguy co

hat thude 14 @ nhém BN UTP biéu mé tuyén so véi nhém doi ching

Nhém
Nh6m UTP Nhém
biéu mo tuyén ddi chirng OR
n n
Cl
CC | GC-GG CC | GC-GG
Khong hut 18 32 50 76 52 128 2,9
9 (1,25 - 5,44)
L 3,91
Cé6 hut 23 54 77 45 27 12 (1,87 - 8.21)
<20 3,9
1 1 2
bao/nam > 3 8 30 0 50 (1,07 - 15,9)
> 2(0) 4,88
= 1 41 1 7 22
bao/nam 8 59 > (1,52 - 16,4)

Nhan xét: Bang 3.24 dua ra két qua phan bd kiéu gen nhom khong
C4268C bao gém hai kiéu gen GC va GG ¢ nhom bénh nhan ung thu phdi
biéu mo tuyén véi nguy co hat thude cho thiy; & nhdm bénh nhan khong
hut thube c6 OR = 2,59 (95% CI = 1,25 — 5,44) p < 0,005 1a khéac biét c6 ¥
nghia thong ké so véi nhom ddi chung. O nhém bénh nhan hit thude cé
OR > 1 va cao hon nhiéu so vdi nhém bénh nhan khoéng hat va ciing cho
thay su khac biét co ¥ nghia thong ké véi OR = 3,91 (95% CI = 1,87 —
8,21) p < 0,001 so véi kiéu gen CC & nhom dbi chtimg. Khi ching toi chia
nhdm bénh nhan hat thudc thanh hai nhdm; bénh nhan hat thudc < 20
bao/nam va > 20 bao/nam thi ciling cho thay su khac biét c6 ¥ nghia thong
ké voi chi s6 OR 1an luot 12 OR = 3,9 (95% CI = 1,07 - 15,9) p < 0,02: OR
= 4,88 (95% Cl = 1,52 - 16,4) p < 0,002 so v6i nhom dbi ching.
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Bang 3.25: Phan b kiéu gen CC, GC - GG trén gen CYP2D6 véi nguy co

hiit thudc 14 & nhém BN ung thu phoi té bao vay so véi nhém ddi chirng

Nhom .
Nhom UTP Nhom doi
Nh6m té bao vay . chirng . OR
. Cl
te bao
. CC | GC-GG CC | GC-GG
vay
1,75
Khong hut 10 12 22 | 76 52 128
(0,63 - 4,88)
5,35
Co hat 14 45 59 | 45 27 72
(2,34 -12,4)
5,14
< 20 bao/nam 4 21 25 | 30 20 50
(2,14 - 15,3)
7,88
> 20 bao/nam | 10 24 34 | 15 7 22
(1,4 —19,46)

Nhan xét: Bang 3.25 dua ra két qua phan b kiéu gen nhom khong C4889C
bao gom hai kiéu gen GC - GG & nhom bénh nhan ung thu phdi té bao vay
v6i nguy co hit thude cho thiy; & nhém BN khong hat thube c6 OR > 1,0
nhung khong c6 ¥ nghia théng ké OR = 1,75 (95% CI = 0,63 - 4,88). O
nhom bénh nhan ung thu phdi té bao vay cé hat thudc c6 OR > 1 va cao
hon rat nhiéu so vi nhém khong hut ciing nhu c¢6 su khac biét co y nghia
théng ké voi OR = 5,35 (95% Cl = 2,34 - 12,4) so véi kiéu gen CC & nhom
dbi chtimg. Khi chdng t6i chia nhém hut thude thanh hai nhém; bénh nhan
hut thude < 20 bao/nim va > 20 bao/niam thi ciing cho thiy su khac biét 6
y nghia thong ké voi OR lan luot 1a OR = 5,14 (95% Cl = 2,14 - 15,3) p <
0,004: OR = 7,88 (95% Cl = 1,4 - 19,46) p < 0,003 so v&i nhom dbi ching.
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Bang 3.26: Phan b6 kiéu gen CC véi kiéu gen GC - GG trén gen CYP2D6

theo giéi & nhém bénh nhan ung thw phdi so véi nhém ddi ching

Nhom Nhom doi
Nhom UTP
chirng OR
n n
Cl
CC | GC-GG CC | GC-GG
Gioi
2,35
Nir 20 37 o7 | 42 33 75
(1,09 - 5,12)
4,11
Nam 48 115 163 | 79 46 125
(2,43 - 6,97)
, , 3,42
Tong so 68 152 220 | 121 79 200
(2,24 - 5,22)

Nhén xét: Chung t6i cling tién hanh so sanh kiéu gen (GC - GG) véi kiéu gen
CC ¢ nhém bénh nhan ung thu phdi theo timg giéi véi nhom ddi chimg thi két
qua bang 3.26 cho thiy; sy phan b kiéu gen ciia nhdm bénh nhan ung thu
phoi theo gidi nir 13 ¢ su khac biét so voi nhom ddi ching véi ty suat chénh
la OR = 2,35 (95% CI = 1,09 - 5,12) véi p < 0,02. Bic biét & nam gidi lai
cang cho thay su khac biét c6 y nghia thong ké vai ty suat chénh OR = 4,11
(95% CI = 2,43 - 6,97) p < 0,001. Piéu nay cho thdy & nam gidi véi yéu td
nguy co hut thudc 14 cao hon & nir gidi cung véi su tic dong cia cac yéu to
nguy co khéac thi & da hinh G4268C lai cang cho thay nguy co mic ung thu

phoi 1a rd rang hon so v gidi nit.
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Bang 3.27: Phan b6 kiéu gen CC véi kiéu gen GC - GG trén gen CYP2D6

theo Nhom tudi & Nhom bénh nhan ung thw phdi so véi nhém ddi chimg

Nhém Nhém doi
Nhom UTP
ching OR
n n
Nhom 95% ClI
) CC | GC-GG CC | GC-GG
tuoi
< 40 tubi 2 2 4 0 1 1
2.66
40 - 60 36 79 115 | 23 19 42
(1,21 - 5,84)
. 3,93
>60tudi | 30 71 101 | 98 59 157
(2,23 - 6,98)
o 3,42
Téng s6 68 152 | 220 | 121 79 200
(2,24 - 5,22)

Nhén xét: Chung t6i cling tién hanh so sanh kiéu gen (GC - GG) véi kiéu gen

CC ¢ nhom bénh nhan ung thu phdi theo timg nhom tudi so v6i nhom ddi

chtng thi két qua bang 3.27 cho thiy; sy phan b kiéu gen ciia nhdm bénh

nhan ung thu phdi theo nhom tudi 40 dén 60 1 c6 nguy co mac ung thu phoi
v6i OR = 2,66 (95% Cl = 1,21 - 5,84) khac biét co ¥ nghia théng ké véi p <
0,007; tiép theo 1a lira tudi trén 60 tudi véi ty suat chénh 1a OR = 3,39 (95%
Cl = 2,23 - 6,98) véi p < 0,001 khac biét co y nghia thong ké so v6i nhom ddi

chtng. Theo két qua ctia bang 3.27 nhom tudi > 60 lai c6 ty suat chénh OR

cao nhat OR = 3,93 r6i dén téng cac nhoém tudi c6 OR = 3,42 va cubi cung 1a
nhom tudi 40 dén 60 c6 OR = 2,66.
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3.3.2. Xdc dinh sw phin bé kiéu gen ciia da hinh C188T trén gen CYP2D6

¢ nhom bénh nhén ung thw phéi va nhém doi chirng.

Bang 3.28: Phan b kiéu gen ciia da hinh C188T trén gen CYP2D6 &

nhém ung thu phéi so véi nhém ddi ching

Kiéu gen CYP2D6 C188T
n p
Nhom cC CT TT

Péi chimg 26 71 103 200 |

(13,0%) | (355%) | (51,5%) | (100%)

. 32 73 115 220

K phoi <0,8

(145%) | (332%) | (52,3%) | (100%)

K biéu mé 20 111 170 127 <06
tuyén (14,1%) | (33,9%) | (52,0%) | (100%) ’
P 12 22 47 81

K té bao vy <04
(14,8%) | (27.2%) | (58,0%) | (100%)
p . 11 1 12
Kt baonho |\ | | | | ===
(91,7%) (8,3%) | (100%)

Nhan xét: Két qua bang 3.28 cho thiy su phan bd kiéu gen CC, CT va TT &

nhom bénh nhan ung thu phoi khac biét khong c6 ¥ nghia thong ké so véi

nhom d6i ching voi p < 0,8. Trong ba nhom theo phan loai giai phau bénh:

ung thu phdi biéu mé tuyén, ung thu phdi té bao vay va ung thu phdi té bao

nho ctia nhom bénh nhan ung thu phdi ciing déu c6 su phan b kiéu gen khac

biét khdng c6 ¥ nghia thng ké so voi nhom dbi chimg véi p 1an lugt 1a p <

0,6: p < 0,4. Két qua nay khac véi su phan bd kiéu gen cta da hinh G4268C

cling trén gen CYP2D6.
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Bang 3.29: Phan b kiéu gen TT, CT - CC trén gen CYP2D6 véi nguy co

mic UTP é nhém bénh nhan ung thu phdi so véi nhém ddi ching

Kiéu gen
CYP1A1 C188T OR
n p
Nh6m TT | cT-cC cl
Poi chirng 103 97 200
] 0,97
K phoi 115 105 220 <0,8
(0,65 - 1,45)
K biéu mé 0,95
) 67 60 127 <0,8
tuyén (0,59 - 1,52)
) 0,77
K ¢ bao viy 47 34 81 <0,3
(0,44 - 1,3)
) 11,68
K té bao nhé 1 11 12 <0,03
(1,63 - 50,4)

Nhin xét: Két qua bang 3.29 dua ra két qua phan bo riéng kiéu gen CT - CC
& nhom bénh nhan ung thu phdi c¢6 ty suat chénh OR = 0,97 (95% CI = 0,65 —

1,45) so voi kiéu gen TT & nhom dbi ching va ty suat chénh nay khac biét

khéng c6 ¥ nghia thong ké véi p < 0,8. Trong ba nhém; ung thu phdi biéu mod

tuyén, ung thu phoi té bao vay va ung thu phdi té bao nho ciia nhom bénh

nhan ung thu phoi c6 hai nhém ung thu biéu mé tuyén va ung thu té bao vay

khéng c6 su khac biét co ¥ nghia théng ké so véi nhém dbi ching véi OR lan

luot 1a OR= 0,95 (95% Cl = 0,59 — 1,52) p < 0,8: OR = 0,77 (95% CI = 0,44

~1,3) p < 0,3. Nhom ung thu té bao nho c6 su khéac biét c6 y nghia thong ké
v6i OR = 11,68 (95% CI = 1,63-50,4) p < 0,03 nhung s6 bénh nhan ung thu

phoi té bao nho 1a chua du 16n dé tin tudng & két qua nay.
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Bang 3.30: Phan b kiéu gen TT, CT - CC trén gen CYP2D6 véi nguy co

hiit thude & nhém bénh nhan ung thu phoi so véi nhoém ddi chirng

Nhom Nh6m UTP Nh(n’n doi
Tinh ) chimg ) OR
trang Cl
s TT | CT-CC TT | CT-CC
hut thuoc
Khonghat | 41 | 32 |73 |68 | 62 |128| %8
J (0,47 - 1,64)
0,93
C6 ht 74 | 73 |147|35| 37 | 72 !
(0,51 -1,7)
<20 baomam | 26 | 22 |48 | 24| 26 | 50 0.78
aoman (0,33 - 1,86)
>20baomam | 48 | 51 |99 | 11| 11 | 22 1,06
=<4 baornam (0,38 - 2,98)
Té 115 | 105 |220103| 97 |200| %'
n
ons (0,65 - 1,45)

Nhan xét: Bang 3.30 dua ra két qua su phan bd kiéu gen CT - CC, TT &
nhom bénh nhan ung thu phoi va nguy co hat thude 14 so véi nhom dbi ching
cho thiy & nhom khong hut thue khong cho thay sy khac biét véi OR = 0,88
(95% CI = 0,47 - 1,64). O nhom bénh nhan ung thu phoi c¢6 hat thude cho két
qua ty sudt chénh cao hon nhoém khong hat thuéc nhung van chua thay su
khac biét voi OR = 0,93 (95% CI = 0,51 - 1,7). Chung t6i ciing chia nhom hut
thudc thanh 2 nhém; hut thuéec < 20 bao/niam va > 20 bao/nim dong thoi
tién hanh so sanh su phan bd kiéu gen véi yéu té nguy co nay nhung ciing
chua tim thay su khac biét tuy nhién két qua ciing cho thay: Ty suat chénh OR
= 1,06 ctia nhém bénh nhan hit thudc > 20 bao/nam 1a cao hon so véi nhom

bénh nhan hut thude < 20 bao/ndm véi OR = 0,78.
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Bang 3.31: Phan b kiéu gen TT, CT - CC trén gen CYP2D6 véi nguy co

hat thude 14 @ nhom BN UTP biéu mé tuyén so véi nhém doi ching

Nhém

Nhom UTP Nhéom déi
biéu mé tuyén chirng OR
Nho n n
. Cl
biéu mo
) TT | CT-CC TT | CT-CC
tuyen
Khong hut 0,82
. 29 21 50 | 68 60 128
thudc (0,4 -1,67)
, 0,97
CO hut thuoc | 38 38 77 | 35 37 712
(0,49 - 1,94)
0,73
< 20 bao/nam | 10 8 18 | 24 26 50
(0,21 - 2,48)
1,15
> 20 bao/nam | 28 31 59 11 11 22
(0,37 - 3,30)

Nhén xét: Bang 3.31 dua ra két qua phan bd kiéu gen nhém khong T188T

bao gdm hai kiéu gen CT va CC ¢ nhém bénh nhan ung thu phdi biéu mo

tuyén v6i nguy co hat thube cho thidy: O nhom khong hat thude c6 OR =

0,82 nhung khong c6 y nghia théng ké. O nhom hiat thubc c6 OR cao hon

so voi nhom khong hat thude nhung cling chua thiy su khac biét vi OR =
0,97 (95% Cl = 0,49 — 1,94) so véi kiéu gen TT & nhom dbi chung. Khi

chung t6i chia thanh hai nhom bénh nhan hat thubc < 20 bao/nam va > 20

bao/nam thi ciling chua tim théy su khac biét véi chi s6 OR lan 1a OR =
0,73 (95% CI =0,21 - 2,48): OR = 1,15 (95% CI = 0,37 - 3,30).
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Bang 3.32: Phan b kiéu gen TT, CT - CC trén gen CYP2D6 véi nguy co

hiit thudc 14 & nhém BN ung thu phoi té bao vay so véi nhém ddi chimg

Nhém ,
Nhém UTP Nhom doi
] té bao vay ching OR
Nhom n n
, Ci
té bao
. TT |CT-CC TT |CT-CC
vay
0,94
Khong hut 12 10 22 68 60 128
(0,34 - 2,58)
0,65
Cé hut 35 24 59 35 37 12
(0,30 - 1,37)
0,52
<20 bao/nam | 16 9 25 24 26 50
(0,17 - 1,54)
0,79
> 20 bao/nam 19 15 34 11 11 22
(0,23 - 2,65)

Nhan xét: Bang 3.32 dua ra két qua phan bd kiéu gen nhom khong T188T
bao gédm hai kiéu gen CT va CC & nhom bénh nhéin ung thu phdi té bao vay
v6i nguy co hut thude cho thdy: O nhom khong hut thude c6 OR = 0,94
nhung khong c6 y nghia théng ké. O nhoém hit thude c6 OR ciing chua thay
su khac biét voi OR = 0,65 (95% Cl = 0,30 — 1,37) so véi kiéu gen TT &
nhom dbi chung. Khi chdng t6i chia thanh hai nhém: Bénh nhan hat thudc
< 20 bao/ndm va > 20 bao/nam thi ciling chua tim théy su khac biét mac du
chi s6 OR < 1 nhung lai ting cao dan 1én theo sb bao hat thudc trén nim
v6i chi s6 OR lan lugt 1a OR = 0,52 (95% CI = 0,30 - 1,37): OR = 0,79
(95% CI = 0,23 - 2,65) nhung ciing khong c6 ¥ nghia théng keé.
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Bang 3.33: Phan b kiéu gen TT véi kiéu gen CT va CC trén gen
CYP2D6 theo gi¢i 6 nhém bénh nhan UTP so v6i nhém ddi chirng

Nhom Nhom doi
Nhom UTP
chirng OR
n n
Cl
TT | CT-CC TT | CT-CC
Gioi
0,86
Nir 31 26 S7 38 37 75
(0,41-1,81)
1,01
Nam 84 79 163 | 65 60 125
(0,62 - 1,67)
. . 0,97
Tong so 115 105 220 | 103 97 200
(0,65 - 1,45)

Nhén xét: Ching t6i ciing tién hanh so sanh kiéu gen (CT - CC) véi kiéu gen
TT ¢ nhém bénh nhan ung thu phdi theo timg gidi so v6i nhém dbi ching thi
duoc két qua bang 3.33 cho thiy: Su phan bd kiéu gen cia nhém bénh nhéan
ung thu phoi theo ca hai giéi nam va nit déu khong ¢ su khac biét so voi
nhom d6i ching véi ty suat chénh lan luot 12 OR = 1,01 (95% Cl = 0,62 —
1,67) véip <0,9: OR =0,86 (95% CI = 0,41 —1,81).
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Bang 3.34: Phan bé kiéu gen TT véi kiéu gen CT-CC trén gen CYP2D6

theo Nhom tudi & Nhom bénh nhan ung thw phdi so véi nhém ddi chirng

Nhém Nhém doi
Nhom UTP
ching OR
n n
Nhom 95% ClI
) TT | CT-CC TT | CT-CC
tuoi
< 40 tubi 2 2 4 | 0 1 1
0,62
40 - 60 60 55 115 | 17 25 42
(0,28 - 1,35)
. 1,06
> 60 tudi 53 48 101 | 85 72 157
(0,63 - 1,81)
. 0,97
Téng s6 115 | 105 |[220| 103 97 200
(0,65 - 1,45)

Nhén xét: Chiing t6i ciing tién hanh so sanh kiéu gen (CT - CC) véi kiéu gen

TT ¢ nhom bénh nhan ung thu phoi theo timg nhém tudi so v6i nhom doi

chtng thi thu duoc két qua bang 3.34: Sy phan bd kiéu gen cua nhém bénh

nhan ung thu phoi theo nhém tudi > 60 tudi co6 nguy co mic ung thu phdi véi
OR = 1,06 (95% CI = 0,63 — 1,81) khac biét khong c6 ¥ nghia thdng ké véi p

< 0,8. Tuy nhién day ciing 1a nhém tudi c¢6 nguy co méic ung thu phdi cao

nhat, tiép theo 1a 1tra tudi 40 - 60 tudi véi ty suat chénh 1a OR = 0,62 (95% Cl

=0,28 - 1,81) véi p < 0,2 ciing khong c6 su khac biét co ¥ nghia thong ké so

v6&1 nhdm doi ching.
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Bang 3.35: So sanh sy phan b cac kiéu gen ciia da hinh G4268C véi cac
kiéu gen ciia da hinh C188T trén gen CYP2DS6.

DPa hinh G4268C
CYP2D6 p
GG GC cC
cC 11 19 7

(42,3%) | (15%) | (10,3%)

Da hinh CT 9 53 11
p < 0,001

C188T (34,6%) | (42,1%) | (16,2%)
TT 6 54 50

(23,1%) | (42,9%) | (73,5%)

Tong 26 126 68 220

Nhén xét: Bang 3.35 dua ra su phan bd kiéu gen cua hai da hinh G4268C va
da hinh C188T trén cung mot gen CYP2D6 ctia nhom bénh nhan ung thu
phdi, dong thdi so sanh su phan bd kiéu gen cta hai da hinh nay thi cho thay
c6 su khéc biét rat co ¥ nghia thong ké vai p <0,001. Piéu nay cho thay giita
cac da hinh trén ciing mot gen ciing c6 sy thay d6i khac nhau véi yéu té nguy
co cling nhu kha nang gay bénh doc 1ap nhau. Cling nhu da hinh m1 va m2
ctia gen CYPIA1 thi hai da hinh G4268C va C188T ciing c6 kicu gen di hop
tr CT - GC ¢6 ty 1é méc ung thu phdi cao nhat, kiéu gen dong hop tir CC-CC

c6 ty 1& thap nhét va nhu 14 yéu té bao vé & ngudi khong hit thudce.
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3.3.3. Xdc dinh sw phéin bé kiéu gen ciia da hinh GI1846T/A trén gen
CYP2D6 ¢ nhdm bénh nhén ung thw phéi va nhém doi chirng.

Chung t6i tién hanh phan tich da hinh G1846T/A bang k¥ thuat PCR-
RFLP, tuy nhién két qua thu dugc chi 1a hai kiéu gen GT va GG khac voi
tinh toan 1y thuyét ban dau cua ching toi. Két qua so sanh gitta hai kiéu
gen nay ¢ hai nhém ung thu phdi va nhém ddi chimg dugc thuc hién &
bang 3.36 dudi day.

Bang 3.36: Kiéu gen ciia da hinh G1846T/A trén gen CYP2D6 ¢ nhém

bénh nhan ung thu phéi va nhém déi chirng

Nhom | Nhém ung thw phdi | Nhém ddi ching ,
. Ket qua
Kiéu gen n (%) n (%)
GT 11 (5%) 8 (4%)
p>0,05
GG 209 (95%) 192(96%)
Téng 220 200

Nhan xét: Bang 3.36 dua ra su phan b kiéu gen va su khac biét giita cac
kiéu gen ¢ hai nhém bénh nhan ung thu phdi va nhém ddi chimg. O nhém d6i
chung, sy phan bo kiéu gen GG chiém ty 1é cao nhat 96%, GT chiém 8%. O
nhom ung thu phoi kiéu gen GG chiém ty 1¢ cao nhat 95%, GT chiém 5%.
Khi so sanh su phan b kiéu gen cta hai da hinh nay khong cho thay sy khac

biét giita hai nhém bénh nhan ung thu phoi va nhém d6i chimg véi p > 0,05.
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3.3.4. Xdc dinh sw phén bé kiéu gen ciia da hinh G1934A trén gen CYP2D6
¢ nhom bénh nhén ung thw phéi va nhém doi chirng

Chung t6i ciing tién hanh phan tich da hinh G1934A cta gen CYP2D6
nhu da hinh G1846T/A bang ky thuat PCR- RFLP thi két qua thu dugc ciing
chi 12 hai kiéu gen GA va GG. Két qua nay ciing khac véi tinh toan 1y thuyét
ban dau ctia chung toi. Két qua so sanh gitra hai kiéu gen nay ¢ hai nhom ung
thu phéi va nhom ddi chimg duoc thue hién ¢ bang 3.37 duéi day va thu dugc
két qua twong ty nhu da hinh G1846T/A.
Bing 3.37: Kiéu gen ciia da hinh G1934A trén gen CYP2D6 ¢ nhém bénh

nhén ung thw phdi va nhém ddi chirng

Nhom | Nhém ung thw phoi | Nhém ddi chirng ,
2 Keét qua
Kiéu gen n (%) n (%)
GA 5 (2%) 4 (2%)
p>0,05
GG 215 (98%) 196(98%)
Téng 220 200

Nhan xét: Bang 3.37 dua ra su phan bd kiéu gen va sy khac biét gitta cac
kiéu gen & hai nhém bénh nhan ung thu phoi va nhém ching. O nhém ching,
su phan bo kiéu gen GG chiém ty 18 cao nhit 98%, GA chiém 2%. O nhom
ung thu phdi kiéu gen GG chiém ty 1¢ cao nhat 98%, GA chiém 2%. Khi so
sanh sy phan bo kiéu gen ciia hai da hinh nay ciing khéng thay su khéac biét

giita hai nhdm bénh nhéan ung thu phdi va nhom dbi chimg véi p > 0,05.
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CHUONG 4
BAN LUAN

4.1. Pac diem chung cia nhém nghién ctru

Ung thu phdi 13 loai ung thu thuong gip nhat va ciing 1a nguyén nhan
gay tir vong hang dau & nhiéu nudc phat trién trén thé gidi, ciing nhu & céac
nudc dang phat trién trong d6 c6 Viét Nam. Trén thé gidi ciing nhu & Viét
Nam, ung thu phoi d3 duoc nghién ctiru ¢ nhiéu khia canh khac nhau nham
muc dich 1am sao diéu tri t6t nhat dé kéo dai doi séng cua ngudi bénh. Tuy
nhién, nhitg dic diém chung cua bénh UTP nhu tudi, gidi va cac yéu td
nguy co nhu hit thudc 14 va giai phau bénh cia cac nghién ciru ludn duoc
dé cap, thong ké va bdo cao nham danh gia nhitng dic diém chung cé thay
d6i theo thoi gian hay yéu t6 dia Iy hay khdng. Qua nghién ctru 220 bénh
nhan ung thu phdi tai Trung tAm Ho6 hip, Trung tdm Y hoc hat nhan va ung
budu Bénh vién Bach Mai chung toi nhén thay:

4.1.1. Phén bé bénh theo tuoi

Theo két qua bang 3.2 cho thy tudi trung binh ctia 220 bénh nhén ung
thu phdi trong nghién ctru cta chung t6i 1a 60 + 9,1 tudi. Bénh nhan tré tudi
nhat la 28 tudi va bénh nhan 16n tudi nhat 14 79 tudi.

Két qua nghién ctru cta chung t6i 1a trong dwong voi tudi trung binh
ctia rat nhiéu cac nghién ctru cla nhiéu tac gia trong nude ciing nhu cc tac
gia trén thé gidi:

Tac gia Sugimura Haruhiko va cong su ghi nhan do tudi trung binh
bénh nhan ung thu phéi la 62,1 £11,2[45].
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Tac gia Ji Hong Pan va cong su (2006) ghi nhan d6 tudi trung binh
bénh nhan ung thu phoi 1a 55 [80].

Tac gia Schneider cing cong sy ghi nhan do tudi trung binh 13 64,4 +

8,7 [81].

Tran Pinh Ha, Mai Trong Khoa va cong sy (2010) c6 d6 tudi trung
binh 12 58,8 + 10,3.

Tran Nguyén Phu (2007) c¢6 tudi trung binh ctia nhém nghién ctru 14 58
+ 10 tudi. Bénh nhan tré nhat 13 18 tudi va 16n tudi nhat 1a 78 tudi [25].

Mic du ung thu phoi c6 thé gip ¢ moi ltra tudi nhung trong nghién ciru
ctia chung t6i nhom tudi bi ung thu phdi gip nhiéu nhat 1a & nhom tudi tir 40
dén 70. Pac biét trong nghién ctru nay, ching toi théng ké thdy nhom tudi
bénh nhan ung thu phdi gip nhiéu nhat 13 tir 40 tudi dén 60 tudi chiém 52,3%.
N6 phu hop véi bao céo:

Pham Hoang Anh, Nguyén Hoai Nga, Tran Hong Trudng [4]

Ngo Quy Chau nam 2008 vé d6 tudi mac ung thu phoi cao nhat [5]

Sugimura H va cdng sy dua ra nhom tudi 50 dén 69 chiém 49,4% [45]

Nhu vdy qua két qua nghién ciru ctia chiing t6i ciing nhu cac tac gia
trudc ddy da thuc hién nghién ctru c6 thé thiy ung thu phdi co thé gip ¢ moi
lira tudi, tuy nhién d6i twong mac ung thu phéi ¢ Viét Nam cha yéu 1a tir
trung nién. Bénh nhan ung thu phéi tai Viét Nam thuong dugc phat hién
nhiéu nhat & d6 tudi tir 40 tudi dén 60 tudi, d6 ciing 1a nhom tudi dat do chin
trong cong viéc cling nhu nhing dong gop cho xa hoi. Tuy nhién, trong
nhiig nim gin day bénh ung thu ndi chung bi tré hoa di va ung thu phoi

cling khong nam ngoai quy ludt d6, do ngdy nay con nguoi phai déi mit véi
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ngay cang nhiéu Cac y€u t0 nguy co nhu 6 nhiém mdi trudng tang cao, viéc str
dung cac hoa chat ddc hai tran lan va céac chat thai cua cdc nha may cong

nghiép khong duoc xir 1y tot. Piéu nay co tac dong xau dén xa hoi chung ta.
4.1.2. Phin bé bénh theo gidi

Theo két qua nghién ctru 220 bénh nhan ung thu phdi tai Bénh vién
Bach Mai trong thoi gian tir thang 11/2013 dén thang 11/2015 cho thay ty 1¢
nam giGi chiém 74,1%, nir gidi chiém 25,9%. Ty 1& nam/nit theo nghién ctu

cua chung toi la 2,8/1.

Két qua nghién ctru ctia ching toi twong tu véi cac nghién ctru vé ung
thu phéi da dugc cong bd tai Bénh vién Bach Mai cling nhu cac tac gia khac
trén thé giéi nhitng nam gan day.

Tran Nguyén Phu va cong su nam 2007 véi ty 1é mic ung thu phdi ¢

nam la 71,5% va ty 1€ nam so v&i nir 1a 2,5/1[25].

Nghién ctru cua Ji Hong Pan cung cong sy ndm (2006) c6 ty 1€ nam
giGi so vai nit gidi co ty 18 xap xi 2,5/1 [80].

Wright C M va cong su (2010) dua ra ty 1€ nam/nir 1a 2,3/1 [84]

Theo théng ké cua Hiép hoi ung thu Hoa ky, nam 2015, s6 ca ung thu
phoi moi phat hién ¢ nam gidi 1a 115.000 va & nit gidi 1a 106.200. Tai Hoa
Ky, cac nghién ctru vé ung thu phoi cho thay ty 1& ung thu phoi méi phat hién

¢ gidi nam so voi nir da gan xap xi nhau [2].

Tir nhitng thong ké vé ty 1& nam nit trong nghién ctru nay, chdng toi
nhan thdy, mic du co su gidng va khac biét vé ty 1é nam nit so véi cac nghién
ctru trong nudc va thé gidi da duge thyc hién trudc day, song két qua nghién

ctru clia chiing t6i 1a phi hop véi nhiing ghi nhan vé tinh hinh ung thu phoi



98

trén thé gidi cling nhu xu hudng gia ting ty 18 ung thu phdi o nir gidi cua
nudc ta hién nay.

Hién nay trén Thé gidi ciing nhu ¢ Viét Nam c6 su thay doi vé ty 18
mic bénh ung thu phéi ¢ hai gidi nhu vy theo ching t6i 1a do ngoai nguyén
nhan gay ung thu phdi hang dau 1a hat thude 14 con c6 cac nguyén nhan khac
khong nglmg gia ting do qua trinh cong nghiép héa giy 6 nhiém mai trudng,
hoa chit doc hai do con ngudi st dung, cac chat thai tir cac nha may cong
nghiép, bénh do nghé nghiép va dic bi¢t do dot bién gen xay ra do tac dong
ctia c4c tc nhan bén ngoai. Chinh vi vay khong nhitng c6 sy thay doi ty 18
méc bénh nam/nit ma con co su phan hoa ty 1¢ mic bénh gifta thanh thi va

nong thon.
4.1.3. Phdn bo bénh theo nguy co hiit thuéc ld

Hut thude 14 tir 1au duge coi 1a yéu t6 nguy co chinh giy ung thu phoi,
khoang 90% trong sd cac ca duogc chan doan ung thu phdi trén Thé gidi 1a
nguoi hat thude 14 [5]. Khoang 87% ung thu phdi dugce nghi 1 do hut thude 14
hodc phoi nhiém khoi thudc 14 bi dong. Cac nghién ctru & Viét Nam ciing thay
két qua tuong tu [17],[18,[19]. Mirc d6 ting nguy co phu thudc vao: tudi bat
dau hat (hut cang sém nguy co cang cao), sd bao-nam (cang 16n nguy co cang
cao), thoi gian hut (cang dai nguy co mac bénh cang 16n). Nhitng ngudi hut
thudc khong bo duge co6 nguy co ung thu phdi cao gap 20 lan so voi nguoi

khong hit thude [5].

Theo két qua nghién ciru & bang 3.3 ty 1 s6 bénh nhan ung thu phoi
c6 hut thude 14 theo thong ké cia chung toi 12 67%, diéu nay phu hop véi
cac nghién ctru ctia Bénh vién Bach Mai di cong bd trude ddy, nhu cac

nghién ctu.
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Nguyén Hai Anh va cong su (2004) nghién ctru trén 873 bénh nhan ung
thu phdi ¢6 53,1% bénh nhan c6 hit thue. Theo Tran Nguyén Pha (2007) ty
1¢ bénh nhan hut thubc 14 1a 64,2% [25]. Diéu nay cho thiy, trong nhitng nim
gan day du cho cong tac tuyén truyén vé tac hai ctia thude 1a thi sb nguoi hat
thudc bi ung thu phdi van chua giam déng ké cong thém ngay nay lai xuét
hién thém céc yéu té nguy co khac gay ung thu phdi nhu 6 nhiém moi trudng,

hoa chét doc hai tir cac khu cong nghiép...
4.1.4. Phén bé theo gidi phdu bénh

220 bénh nhan ung thu phdi trong nghién ctru cta ching toi déu duoc
chan doan xac dinh bang két qua mé bénh hoc tir cac mau bénh qua soi phé

quan, choc hut qua thanh nguc...

Theo thong ké tai bang 3.3 s6 bénh nhan ung thu phoi trong nghién ctiu
ctia ching t61 v4i chan doan giai phiu bénh 13 ung thu biéu md tuyén chiém
ty 18 cao nhat 1a 57,7% rdi dén ung thu phoi té bao vay chiém ty 1& 36,8% va
cudi cung 13 ung thu phoi té bao nho chiém 5,5%. Diéu nay phu hop véi cac
nghién ctru trong va ngoai nudc vé phan bd giai phau bénh da duoc nghién
ctru trude day [46], [80],[81] va cho thiy, ung thu phdi ¢ Viét Nam, loai ung
thu phoi khong té bao nho gdm ung thu biéu md tuyén va ung thu té bao vay
theo phan loai mé bénh hoc cia WHO van 14 loai ung thu phdi chiém ty 18
cao nht.

4.2. M6i lién quan giira CYP P450 va ung thu phoi

Nhu d trinh bay & trén, ung thu phéi di dugc céc tac gia trong nude va
nudc ngoai nghién ciu & nhiéu khia canh khéac nhau, dic biét trong linh vuc
dot bién gen dé nham muc dich diéu tri hiéu qua nhét cho nguodi bénh cling

nhu viéc tiép can nhimg phwong phap diéu tri méi nhu diéu tri dich va
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phuong phéap diéu tri mién dich. Tuy nhién ¢ Viét Nam, cac nghién ciru vé
dot bién gen cling nhu sy phan bd cta cac da hinh thai cua cac gen lién quan
dén ung thu phdi con han ché, dic biét cac nghién ctru vé hé thong CYP P450
va ung thu phdi thi chua c6 nghién ctru nao dé cp t6i cling nhu vai tro tac
dong ciia Cac yéu t6 nguy co nhu hat thude 14, tudi va gidi tic dong nén qua
trinh hinh thanh va phat trién ctia ung thu phdi thong qua hé théng CYP P450

thi lai cang it cac nghién ctru dé cap dén.

Nhu chung t6i da trinh bay mot cach khai quat ¢ phan tong quan thi hé
thong CYP P450 dong vai trd quan trong nhu chia khoa trong chuyén héa va
bai tiét cac chat noi sinh va ngoai sinh, trong d6 c6 cac chat gay ung thu khac
nhau nhu hydrocacbon c6 nhan thom, cdc amin di vong, nitrosamine, thudc
nhudém azo... Mot sd cytochrome P450 lai 1a cac chat gay ung thu, trong khi
d6 nhiéu cytochrome P450 khac lai dong vai tro 1a nhiing thudc chéng ung
thu. Do do, cytochrome dong vai tro quan trong trong viéc hinh thanh va phat

trién khoi u cling nhu 1a dao thai cac thuoc, cac chat ddc trong co thé.

Trong cac CYPs thi CYP1A1 va CYP2D6 la nhitng enzym chinh hoat
héa cac chat giy ung thu sinh ra tir khéi thuéc nhu nicotine va cac
hydrocarbon ¢6 nhan thom. Khi mac d6 biéu hién va hoat tinh cta cac enzym
nay dugc ting cuong s& lam tiang kha nang hoat hoa cc cht gay ung thu. Cac
chat gay ung thu nay (da duoc hoat héa) co thé gin vao va lam ton thuong
DNA, giy dot bién gen, dic biét 1a trén ving NST 15q24—15g25.1 chira 2 gen
mi hoa cac tiéu don vi cta thy thé nicotinic acetylcholine alpha diéu hoa qua
trinh phoi nhiém véi nicotine [42],[43]. Méi lién quan giita cic da hinh thai
ciia gen CYP1A1 va CYP2D6 ciing nhu theo phan loai giai phau bénh cling
v6i cac yéu t6 nguy co 1a hat thudc 14, tudi, gidi dén su phat sinh phat trién

ung thu phoi s& duge chiing toi nghién ciru, phan tich trong dé tai nay.
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4.2.1. Tinh da hinh thdi va sw phin bé kiéu gen CYPIAI véi ung thw phéi

Trong cong dong nguoi chau A, cic da hinh thai cia gen CYP1A1 da
dugc xac dinh lam tdng nguy co mac ung thu phdi so vdi cong dong nguoi
chau Au va chau M§ theo cac nghién ctru ciia Cosma va cong su 1993; Garte
va cong sy 1998 [41],[52]. Tir dau nhitng nam 1990, mot sb tac gia nguoi
Nhat da nghién ctru vé mbi lién quan giita cac da hinh cta gen CYP1A1 va
ung thu phodi, nhu nghién ciru dbi véi nguoi dan Nhat Ban cua tac gia
Kawajiri va cong sy nam 1990 [40]; Hayashi va cong su 1992 ciing da chi ra
mdi lién quan gitta kiéu gen CYP1A1 va nguy co ung thu phdi, dic biét & ung
thu phoi biéu mé tuyén va UTP té bao nho. O Viét Nam, cac nghién ctru vé
moi lién quan giita da hinh gen CYP1A1 va nguy co mac ung thu phdi con
han ché. Vi vay, nghién ctru nay dugc thuc hién dé hiéu 5 hon vé mdi lién
quan giita cac kiéu gen cta c4c da hinh trén gen CYP1A1 véi ung thu phodi,
cu thé & day chung t6i dé cap dén cac da hinh ml, m2, m3, m4 cia gen

CYPI1AI v6i1 bénh UTP.

Nam 1990, Kawajiri va cong su lan dau tién cong bd mdi lién quan
giita kiéu gen CYP1A1 voi ung thu phoi trong mot quan thé nguoi chau A.
Khi d6, tac gia moi chi dua ra két luan kiéu gen CYP1AI duoc tim thiy &
nhimg ngudi mic ung thu phdi c6 ty 16 cao gap 3 1an so véi nhém khoe manh,
dic biét & kiéu gen CYP1A1 m2 [40], con céac da hinh khac chua dugce tac gia
dé cap toi. Nam 1993, nghién ctru ciia Cosma va cong su cho thdy da hinh
T6235C cua gen CYP1A1 hay ml ¢ cong dong ngudi chiu A c6 twong quan
v6i nguy co mac ung thu phdi cao hon so véi cong dong nguoi da tring va

chau My [41].
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O Nhat, cung thoi diém nam 1993, Kei Nakachi va cong sy dua ra két
luan kiéu gen CYP1A1 ml, m2 caa gen CYP1A1 khong chi co ty 18 cao &
nguodi bi ung thu phdi ma con co ty 1é cao & nhitng ngudi ung thu té bao vay
ctia phdi. Nam 1998 Sugimura H va cong su két luan kiéu gen CYP1A1 véi
dot bién diém m2 c6 nguy co cao mic ung thu phdi véi OR = 3,32 véi p =
0,013 so v&i nhom dbi chimg, dic biét & ung thu phdi té bao vay va ung thu

phoi té bao nho véi OR 1én téi 4,85 va 9,35 [45].

O Trung Qudc, theo cac nghién ctru cua Hong va cong su (1998),
Bastsch va cong su (2000), Song va cong su niam (2000) phat hién thiy c6
moi lién quan giita kiéu gen CYP1A1 ml va m2 véi nguy co ung thu phoi.
Nhiing phan tich chi ra cac da hinh cua gen CYP1A1 lam tdng nguy co ung
thu phoi d6i voi nhitng ngudi co it nhat mot allele m1 voi OR = 2,0 (95% Cl
= 1,4 - 2,8) hodc c6 it nhat mot allele m2 véi OR = 1,9 (95% CI = 1,3 - 2,7).
Kiéu gen m1, m2 c6 ty 18 ting cao hon & nhitng ngudi ¢6 ung thu phoi té bao
vay dic biét cung véi yéu td nguy co hut thude 14 thi OR 1én toi 9,1 va 29,9
[38],[43],[46].

Theo nghién ctru cia Sobti va cong su (2003, 2004) & cong dong
ngudi An Do ciing thdy mdi lién quan gitra kiéu gen CYP1A1 véi nguy co
mic ung thu phdi va cling twong tu nghién ctru cua Sreeja va cong su (2005)
& cong déng ngudi dan & phia Nam ctia An D6 [48],[51]. Nam 2010, Jose va
cong su két ludn da hinh CYP1A1 ml, m2 va m4 1am ting nguy co ung thu
phdi dic biét ¢ ung thu phdi té bao vay va té bao nhd & cong ddng ngudi da
tring cua Tdy Ban Nha [50]. Nam 2011, nghién ctru Chen va CS phat hién
thdy c6 mdi lién quan chit ch& giita ung thu phdi voi véi cac kiéu gen

CYP1A1*2A (ml) va CYPLA1*2B (m2); trong d6 kiéu gen CYPI1A1*2B
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(M2) véi su thay d6i acid amin tai vi tri 462 (Ile — Val) dugc chi ra 13 yéu t6

nguy co cao gy ung thu phdi trén cac ddi tuong ngudi chau A [49].

Niam 2016, nghién ciru méi nhat ctua Peddireddy va cong su ciing cho
thay c6 mdi lién quan chat ché giita nguy co ung thu phoi cta da hinh m1 caa
gen CYP1A1 véi OR = 2,25 (95% CI = 1,16 - 4,37) va da hinh m2 ciing cia
gen CYP1AL1 véi OR = 8,82 (95% CI = 5,67 - 13,72) & cong dong ngudi dan

mac ung thu phdi & phia nam ciia An Do [82].

Theo két qua nghién ciru ¢ bang 3.4 ctia ching t6i cho thay su phan bd
kiéu gen TT, TC va CC cua da hinh T6235C trén gen CYP1Al & nhém bénh
nhan ung thu phoi lan luot 1a 50 (22,7%), 121 (55,0%), 49 (22,3%) la khac
biét c6 ¥ nghia thong ké véi p < 0,02 so v4i su phan bd kiéu gen TT, TC va
CC cua da hinh T6235C & nhéom d6i chung lan luot 1a 70 (35,0%), 95
(47,5%), 35 (17,5%). Piéu nay phu hop voi rat nhidu cac nghién ciru vé da
hinh T6235C ciia gen CYP1AI cia céc tac gia chau A da duoc cong bd nhu
Sheikh M Shaffi cung cong su nam 2009 [83], C. M. Wringht cung cdng su
2010 [84] va Nan song va cong sy nam 2011[46], dic biét phu hop véi két
qua nghién ctru méi nhat nam 2016 cua Peddireddy va cong su [82]. Sy phan
b kiéu gen TT, TC va CC theo phan loai giai phau bénh ctia nhém bénh nhan
ung thu phoi c¢6 két qua 1an lugt 1a; nhém ung thu biéu mé tuyén kiém gen TT
chiém 33 (26%), TC chiém 69 (54,3%), CC chiém 25 (19,7%) khong co su
khac biét so voi nhom dbi chimg véi p < 0,23. Nhém ung thu té bao vay co
kiéu gen TT chiém 15 (18,5%), TC chiém 47 (58,0%), CC chiém 19 (23,5%)
c6 su khac biét so voi nhém ddi chimg véi p < 0,02. Nhom ung thu phoi té
bao nho c6 kiéu gen TT chiém 2 (16,8%), TC chiém 5 (41,6%), CC chiém 5
(41,6%) khong c6 su khac biét so véi nhom d6i ching véi p < 0,09. Két qua

nay phu hop két qua da dugc cong bd cua Nan song va cong su véi sy khac
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biét ctia nhom ung thu phoi t& bao vay so véi nhom chimg p < 0,002 [46].
Sheikh M Shaffi cing cong su nam 2009 [83] cho két qua khac biét c6 ¥
nghia & nhom ung thu té bao vay véi p < 0,001. Peddireddy va cong su 2016
[82]... Tur nhimg phan tich trén cang cho thiy sy phan b kiéu gen TT, TC va
CC cua da hinh CYP1A1 T6235C (ml) l1a khéc bi¢t c6 ¥y nghia so véi nhém

d6i chimg, dic biét & nhom ung thu phdi té bao vay lai cang cd y nghia hon.

Chung toi ciing da tién hanh phan tich kiéu gen AA, AG va GG cua da
hinh A4889C (m2) trén gen CYP1A1 ciing nhu theo ting nhom giai phau
bénh nhu da hinh m1 duoc két qua tai bang 3.11 1a 85 (38,6%), 103 (46,8%),
32 (14,6%) va khong cho thay su khac biét v6i nhém ddi chimg véi p < 0,4,
nhém ung thu phoi biéu mo tuyén véi p < 0,4, nhdm ung thu phai té bao vay
v6i p < 0,7, nhom ung thu phdi té bao nhé voi p < 0,8. Két qua nay & da hinh
m2 cta chung toi 12 khong phu hop véi két qua ctia mot so tac gia chau A
[46],[83]. Pong thoi khi phan tich kiéu gen TC, TT cta da hinh T5639C (m3),
kiéu gen CA, CC ctia da hinh C4887A (m4) trén gen CYPIA1 ¢ bénh nhéan
ung thu phoi S0 voi nhém d6i chimg duge thé hién ¢ cac bang 3.19, 3.20 ciing
khong cho thiy sy khac biét so vi nhém ddi ching véi gia tri p > 0,05. Két
qua ndy trai nguoc voi két qua ciia mot so tac gia chau Au khi nghién ctru vé
cac da hinh m2, m3, m4 cua gen CYPIA1 & cong dong ngudi da tring nhu
cua Carmen San Jose va cong sy nam 2010, Wenzlaff. A. S va cng sy nam
2005 [50],[85] ciing nhu trai voi két qua nghién ctru mai nhat cia Peddireddy
va cong sy vé CYP1AL m2 [82]. Piéu nay co thé 1y giai, trong nghién ctru
ctia chung t6i do s6 lugng mau c6 thé 1a chua di 16n dé dat duoc két qua nhu
cac tac gia chiu A, chau Au. Nhung theo ban luan cua chiing t6i cling nhu cac
nghién ctru ciia cac tac gia chau A thi Iy do chinh cho su khac biét nay c6 thé

giai thich 1 do chung toc ngudi chau A hay céc yéu té ving dia 1y khac nhau
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thi ¢6 biéu hién cac da hinh khac nhau va khac véi cong dong ngudi chau Au.
Theo két qua nghién ctru cta rat nhiéu cac tac gia chau A nhu & Nhat, Trung
Quéc, Han Québc va An Do thi mdi nghién ciru cling chi tim thiy su khéac biét
& mot hodc hai da hinh trén mdt gen ma thoi. Tuy vay, khi chung t61 phan tich
yéu td nguy co nhu 1 hut thudc 14 hay theo phan loai giai phau bénh 1y thi lai
thay c6 su trong dong voi cac nghién ciru cua cac tac gia chau Au, chau A ma

s€ dugc ching t61 ban luan ¢ phan yéu to nguy co.

Chung t6i ciing tién hanh so sanh va phén tich sdu hon kiéu gen (TC-
CC) ciia da hinh T6235C trén gen CYP1A1 voi kiéu gen dong hop tir nguyén
thuy TT (kiéu gen theo cac tic gia nudc ngoai goi 1a kiéu gen nguyén thuy)
giita nhom bénh nhan ung thu phoi va nhém d6i chimg dé tim ra ty suat chénh
hay nguy co mac khi mang cac kiéu gen nay. Két qua nghién ctru o bang 3.5
ctia chung toi cho thay kiéu gen TC va CC ciia da hinh T6235C (m1) trén gen
CYP1A1 6 nhom bénh nhan ung thu phdi 1a khac biét rat co y nghia thong ké
so vé6i kiéu gen dong hop tir TT ¢ nhdm dbi ching véi ty suat chénh OR =
1,83 (95% Cl = 1,17 - 2,88) véi p < 0,005. Két qua nay vo cing y nghia va
pht hop véi rat nhidu cac nghién ctru nhu cta; Nan song va cdng sy nim
2011 v6i OR =2,0 (95% Cl = 1,4 - 2,8) p < 0,002 [46], Joachim Schneider va
cong sy nam 2004 c¢6 OR = 1,06 (95% CI = 1,06 - 1,6) [81], Peddireddy va
cong su 2016 [82], Sheikh M Shaffi cung cdng su nam 2009 vai OR = 2,65
(95% CI = 1,56 - 4,49) p < 0,002 [83]. Khi phan tich cic kiéu gen nay theo
ting nhom giai phdu bénh ma két qua tai bang 3.5 cho thdy nhom ung thu
phoi biéu mé tuyén c6 OR = 1,53 (95% CI = 0,91 - 2,6) khong cho thay su
khac biét so voi nhom ddi chimg vai p < 0,9. Nhom ung thu té bao vay c6 OR
= 2,37 (95% CI = 1,22 - 4,79) 14 khac biét co ¥ nghia thong ké so v&i nhom
d6i chimg véi p < 0,006. Két qua nay twong tu két qua cua Sheikh M Shaffi
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cung cong su nam 2009 voi OR = 3,30 (95% CI = 1,72 - 6,32) p <
0,0001[83], Nan song va cong su nam 2011 véi OR = 2,2 (95% Cl =14 -
3,5) p < 0,05 [46]. Nhém ung thu té bao nhé OR = 2,69 (95% CI = 0,55 -
25,8) nhung khong c6 su khac biét vdi p < 0,2. Tu nhitng phan tich trén cang
cho thiy kiéu gen TC va CC cta da hinh T6235C cta gen CYP1A1 & nhom
bénh nhan ung thu phdi 1 1am ting nguy co mic ung thu phdi hay 1 ting c6

¥ nghia thong ké so voi nhom ddi chimg theo nghién ctru cta chiing t6i.

O da hinh A4889G ciia gen CYP1A1 hay m2 khi so sanh kiéu gen AG-
GG ¢ nhom bénh nhan ung thu phdi véi kiéu gen AA & nhom ddi chimg duoc
thé hién ¢ bang 3.12; Nhom ung thu phdi néi chung c6 OR = 1,30 (95% Cl
0,86 - 1,95) p < 0,18. Nhom ung thu phoi biéu mé tuyén c6 OR = 1,35 (95%
Cl1 0,83 - 2,17) p < 0,2. Nhom ung thu phdi té bao vay c6 OR = 1,25 (95% ClI
0,71 - 2,19) p < 0,4 nhung déu khong cé su khéac biét so véi nhom ddi ching
va trai nguoc véi két qua cua da hinh CYP1A1 T6235C hay m1. Két qua nay
cling trai nguoc véi két qua ciia mot so tac gia nguoi chau A nhu Nan song va
cong sy nam 2011 véi OR = 1,9 (95% ClI = 1,3 - 2,7) p < 0,002 [46],
Peddireddy va cong su 2016 [82], Sheikh M Shaffi cung cong sy nam 2009
v6i OR = 2,24 (95% CI = 1,35 - 3,73) p < 0,002 [83]. Nhung két qua nay lai
tuong ty nhu mot sé nghién ctru ciia cic tic gida chdu Au nhu Joachim
Schneider va cong sy nam 2004 ¢6 OR = 1,09 (95% CI = 0,63 - 1,88) [81],
Paula Mota va cong sy nam 2010 ¢6 OR =1,1 (95% CI = 0,7 - 1,7) [86]. Khi
phan tich theo cac nhom giai phau bénh thi ciing thu dugc két qua tuong tu 12
chua tin thay sy khac biét so voi nhom dbi chimg. Tir phan tich nay cho thay
kiéu gen A4889G hay m2 trong nghién ctru ciia chiing toi chua cho thy su

khac biét giita nhom bénh nhan ung thu phdi va dbi ching nhu da hinh



107

T6235C hay m1 nhung né ciing phu hop véi két qua nghién ctru cia céc tac
gia chau Au.

Két qua so sanh su phan bd kiéu gen tai bang 3.18 giita da hinh
T6235C (ml) va da hinh A4889G (m2) trén gen CYP1ALl lai cho thiy su
khac biét rat rd rang véi p < 0,001 nhu két qua cia tac gia Paula Mota va cong
su ndm 2010 da cong bd véi p ciing < 0,001 [86]. Pic biét & nhém bénh nhan
ung thu phdi mang kiéu gen di hop tir & ca hai da hinh m1(TC) va m2 (AG)
chiém ty 1& cao nhat 77 (74,8%). Diéu nay cho thay sy doc 1ap giira hai da
hinh va cang minh chirng cho viéc da hinh m1 trong nghién ctru ctia chiing toi
1a ting c6 ¥ nghia so voi nhom dbi chimg va ciing nhu di tim thdy méi lién
quan lam tang nguy co ung thu phoi nhu két qua ciia cac tic gia chau A va
chau Au da cong bd, trong khi cac da hinh m2, m3, m4 thi chua tim thay mbi

lién quan lam tiang nguy co ung thu phoi theo nghién ctru cua chiing toi.
4.2.2. Tinh da hinh thdi va sw phin bé kiéu gen CYP2D6 véi ung thue phéi.

Hé théng CYP P450 dong vai tro quan trong trong chuyén hoa va bai
tiét cac chat ndi sinh va ngoai sinh, trong dé c6 cac chat gy ung thu khac
nhau nhu hydrocacbon c¢6 nhan thom, cac amin di vong, nitrosamine va thudc
nhudm azo [11],[29]. Nhiéu cytochrome P450 1a cac chat gay ung thu, trong
khi nhiéu cytochrome P450 lai dong vai tro 1 nhitng thudc chong ung thu. Do
d6, cytochrome déng vai trd quan trong viéc hinh thanh va phat trién khdi u
[19]. T nhitng nam 1990 Caporaso va cong su di nghién ctru thdy mdi lién
quan gitta ung thu phéi va CYP2D6 [87]. Tiép sau d6, nim 1996 Bouchardy
va cdng su thuc hién nghién ctu 128 bénh nhan ung thu phé)i va 157 dbi
chtng vé méi lién quan v6i CYP2D6 [88]. Nghién ctru ctia London SJ nim

1997 dua ra két luan vé mbi lién quan gitta CYP2D6 va ung thu phdi ¢ nguoi
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Chau My gbc Au va gbc My, dic biét ¢ ung thu phdi biéu mé tuyén cé ty suit
chénh OR = 3,61 (95% CI = 1,08 - 11,7) v&i ngudi géc My, OR = 2,20 (95%
Cl = 1,69 - 6,0) v6i nguoi gbec Au. Ong ciing khuyén céo can thém nhing

nghién ctru khac sau hon va nhiéu hon vé genotype ctia gen CYP2D6 [89].

Nam 2005, Guo Zhanlin va cong sy dua ra két luan nhitng nguodi mang
kiéu genotype khéng T/T (TC va CC) cta gen CYP2D6 c6 nguy co mic ung
thu phoi té bao vay voi OR = 2,084 (95% CI = 1,024 - 4,244) p = 0,043 so voi
ngudi mang genotype T/T cta gen CYP2D6. Pic biét & nguoi hut thude 14
mang hai genotype ndy c6 nguy co mic ung thu phdi cao gap 2,92 so voi
ngudi mang genotype T/T (95% Cl = 1,087 - 7,828) [90]. Nghién clru gan day
ciia Kang Hui va cong su nam 2011 két luan genotype C4268/C clia gen
CYP2D6 nhu 14 nhan té bao vé & nhitng ngudi khong hut thude va 1am giam

nguy co mac ung thu phoi [91].

Tomohiro S va cac cong sy (2012) & Nhat Ban da tién hanh nghién ciu
khao sat anh hudng ctia enzym CYP2D6 dén sy chuyén hoa thude Gefitinib va
Erlotinib 1a 2 thubc dugc sir dung diéu tri ung thu phdi trén 14m sang. Tién
hanh trén 256 bénh nhan ung thu phdi khong té bao nhé duoc diéu tri bang
Gefitinib va 94 bénh nhan ung thu phoi khong té bao nhé dugc diéu tri bang
Erlotinib. Két qua cho thay rang, nhiing bénh nhan duoc diéu tri bang Gefitinib
ma c6 hoat dong ciia enzym CYP2D6 giam thi c6 tan sd bi phat ban cao hon
nhiéu so v6i bénh nhan c¢6 hoat dong ctia enzym CYP2D6 binh thuong. Nhu
vay, kiéu hinh ctia gen CYP2D6 1a mdt yéu t6 nguy co giy phat ban trén nhiing
bénh nhan ung thu phoi diéu tri bang Gefitinib. Nguy co nay tang cao hon rat
nhiéu néu cac dbi twong déng thoi mang kiéu gen CYP2D6* (HEM). Kiéu gen
nay ciing gdy ra moi nguy co ddi voi ung thu phoi cao gap 7 lan trén cac doi

tugng hut thude 14 1au nim so véi nhitng nguoi khong hut thude. Bén canh do
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nhiéu nghién ctru ciing da duogc thuc hién dé danh gia méi twong quan gitra cac
kiéu gen khac nhau ctia CYP2D6 véi sy hinh thanh ung thu phdi trén cac doi

tuong hat thude 14 1au nam [79].

O Viét Nam, cac nghién ctru vé mdi lién quan giira da hinh gen CYP2D6
va nguy co mic ung thu phoi dic biét lién quan dén yéu t6 nguy co nhu hat
thudc 14 con han ché. Vi vy, nghién ctru nay dugc thuc hién dé hiéu r6 hon
vé méi lién quan gilta cac kiéu da hinh trén gen CYP2D6 v6i ung thu phoi

cung véi yéu td nguy co 13 hat thude 14.

Két qua nghién ctru & bang 3.21 cta ching t6i cho thay, ty 18 kiéu gen
GG, GC, CC cua da hinh G4268C cua gen CYP2D6 lan luot 1a 26 (11,8%),
126 (57,3%), 68 (30,9%) 14 khac biét rat co y nghia thong ké véi p < 0,001 so
v6i nhom ddi ching voi kiéu gen GG, GC, CC lan luot 1a 28 (14,0%), 51
(25,5%), 121 (60,5%). Pac biét khi chung toi phan tich timg kiéu gen nay
theo phan loai giai phau bénh lai cang cho thay su khac biét. Két qua dugc thé
hién & bang 3.21 nhu sau; Nhoém ung thu phdi biéu mé tuyén kiéu gen GG 14
(11,0%), kiéu gen GC 72 (56,7%), kiéu gen CC (32,3%). Nhom ung thu phoi
té bao vay kiéu gen GG chiém 11 (13,6%), GC chiém 46 (56,8%), CC chiém
24 (29,6) déu khac biét rat co ¥ nghia théng ké véi p < 0,001 so vi nhom doi
chiung. Két qua nay 1a tuong tu v&i cac nghién ctru ciia Tomohiro Suzumra
cung cong su nam 2012, Bouchardy va cong su, London SJ va cong su,
Zhanlin Guo va cong sw nam 2005 [79],[88],[89],[90].

Tai bang 3.22 khi chung tdi tién hanh so sanh kiéu gen khéng C4268C
bao gom kiéu gen GC va GG cua da hinh G4268C trén gen CYP2D6 ¢ nhom
bénh nhan ung thu phoi néi chung véi nhom ddi chung thi cho thay sy khac
biét c6 ¥ nghia thong ké rat cao voi OR = 3,42 (95% CI = 2,24 - 5,22) p <
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0,001. Két qua nay co y nghia va pht hop véi bao cao mai nhat cia Tomohiro
S va cong su (2012) [79], Zhanlin Guo va cdng su nam 2005 [90], Kang Hui
va cong su nam 2011 vai OR = 1,73 (95% CI = 1,02 - 2,95) [91]. Khi phén
tich theo timg nhom giai phau bénh thi & nhém ung thu phéi biéu mo tuyén c6
OR =3,21 (95% CI = 1,96 - 5,28) p < 0,001 so véi Kang Hui va cong sy nam
2011 & loai gidi phau bénh nay c6 OR = 2,75 (95% Cl = 1,27 - 5,94) [91].
Nhom ung thu phdi té bao vay co OR = 3,63 (95% Cl = 2,02 - 6,63) p <
0,001. Nhém ung thu phdi té bao nho c6 OR = 4,59 (95% Cl = 1,1 - 26,99) p
< 0,02. Két qua nay twong duong két qua ctia Zhanlin Guo va cong su nim
2005 v6i OR ¢ nhom ung thu té bao vay co c6 OR = 2,084 (95% CI = 1,02 -
4,244) p < 0,04 [90]. Tir phén tich trén chung toi thay su phan b kiéu gen cua
da hinh G4268C trén gen CYP2D6 la khac biét va tang c6 y nghia & nhoém

ung thu phoi so v6i nhom dbi ching theo két qua nghién ctru ciia chung toi.

Chuing toi ciing tién hanh phan tich, so sanh kiéu gen CC, CT, TT cua
da hinh C188T trén gen CYP2D6 ciia nhom bénh nhan ung thu phdi véi
nhom ddi ching va cho két qua tai bang 3.28 véi kiéu gen CC, CT, TT lan
luot 1a 32 (14,5%), 73 (32,2%), 115 (52,3%) nhung chua tim thiy su khac
biét voi nhom dbi ching véi p < 0,8 va kiéu gen CC, CT, TT ¢ nhom dbi
chunglan luot 1a 26 (13%), 71 (35,5%), 103 (51,5%). Khi ching t6i chia
nhom bénh nhan ung thu phdi theo timg loai giai phau bénh va phan tich nhu
da hinh G4268C thi ciing thu duogc két qua khong co6 sy khac biét so vdi nhom
d6i chung véi p < 0,6. Két qua nay 1a khac biét véi tac gia Tomohiro Suzumra
cung cdng sy cling nhu mot sb tac gia Nhat Ban va Trung Qudc [79],[83].
Nhung ciing c6 thé 1y gidi duoc nhu da hinh m2 cua gen CYP1A1 do sb
luong nghién ctru cta chung ti c6 thé 1a chua du 16n hay 13 yéu tb dia Iy anh

huong dén su phan b kiéu gen do vay ching toi chua c6 duge két qua nhu
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mong doi. Ciling tuong tu nhu trén, ching t6i tién hanh so sanh da hinh
G1846T/A va da hinh G1934A trén gen CYP2D6 cua nhém bénh nhén ung
thu phoi véi nhom d6i chimg ciing chua tim thiy sy khac biét véi p > 0,05.
Két qua nay duoc thé hién tai bang 3.36 va bang 3.37. Pic biét & bang 3.29
khi chung t6i phan tich sau hon dé tim nguy co lam tiang ung thu phoi khi
mang kiéu gen khong T188T bao gom kiéu gen CT va CC cua da hinh C188T
trén gen CYP2D6 giita nhom bénh nhan ung thu phdi v6i nhém dbi ching
cho két qua ¢ nhom ung thu phdi noi chung véi OR = 0,97 (95% Cl= 0,65-
1,45) 1a khong c6 ¥ nghia théng ké va trai nguoc véi két qua ciia Yan Zhen va
cong su véi OR = 1,7 (95% CI = 1,01 - 2,92), dic biét & nhom ung thu phdi té
bao vay két qua cia tac gia co6 OR = 2,49 (95% CI = 1,07 - 5,79) con két qua
ctia chung toi chi 1a OR = 0,77 (95% CI = 0,44 - 1,3) ciing khong cho thay su
khac biét [92]

Chung t6i cling tién hanh so sanh céc kiéu gen cta da hinh G4268C va
da hinh C188T cua cung mdt gen CYP2DG6 tai bang 3.35 thi cho thiy su phan
b6 cac gen GG, GC, CC cua da hinh G4268C véi kiéu gen CC, CT, TT cua da
hinh C188T Ia khac biét rat rd rang véi p < 0,001. Piéu nay giai thich tai sao
duéi sy tac dong cla cac yéu té nguy co, ciing nhu sy thay ddi ctia cac da
hinh thai don 1a doc 1ap voi nhau. O da hinh G4268C thi ching toi thay khac
biét rat rd rang con & da hinh C188T trén ciing gen CYP2DG6 lai chwa cho thay
su khac biét nhu cac tac gia ctia Nhat, Trung Qudc va An Do [83],[91],[92].
Piéu nay cho thiy giita cac da hinh trén cing mot gen ciing ¢ sy thay doi
khac nhau dudi tac dong véi yéu té nguy co cling nhu kha ning giy bénh doc

1ap nhau.

Nhu da hinh m1 va m2 cta gen CYP1A1, & hai da hinh G4268C va
C188T ciing c6 kiéu gen di hop tir CT - GC c6 ty 1& mic ung thu phoi cao
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nhat, kiéu gen dong hop tir CC-GG c¢6 ty 1& thap nhat va nhu 1a yéu t6 bao vé
& nguoi khong hut thude, dic biét ¢ kiéu gen dong hop tir CC cia da hinh
G4268C trén gen CYP2D6 nhu nghién ctru Kang Hui va cong su cong bd
nam 2011[91].

4.3. Su tac ddng ciia cac yéu té nguy co 1én ung thu phoi
4.3.1. Yéu t6 vé tuéi

Ung thu phdi theo nghién ctru ctia chiing t6i cling nhur cac nghién ciru
khac trén Thé gi6i thuong gip nhiéu nhat & nhom tudi 40 dén 60, dudi 40 tudi
it gap va trén 70 tudi ty 1& ciing thap. Theo két qua nghién ctru ctia ching toi
chi ¢4 1,8% sb bénh nhan ung thu phdi dudi 40 tudi con lai 1a nhom tudi > 40
tu6i. Tuy nhién ung thu phdi c6 thé gip ¢ bat ky tudi nao [5]. Trong nghién
ctru cua ching toi khi phan tich cac kiéu gen cta cac da hinh CYP1AL,
CYP2D6 theo nhdm tudi tai cac bang 3.10, 3.17, 3.27 déu cho mot két qua
trung 13 & 1ta tudi 40 dén 60 1a c6 nguy co mac ung thu phoi cao nhat véi két
qua OR = 1,89 (95% CI = 1,07 - 4,51) p < 0,05 d6i véi da hinh T6235C (m1),
OR = 2,22 (95% CI = 1,02 - 4,87) p < 0,02 d6i v&i da hinh A4889G (m2) trén
gen CYP1Al va OR = 2,66 (95% CI = 1,21 - 5,84) p < 0,007 cua da hinh
G4268C trén gen CYP2D6. Két qua nay cho thiy ¢ do tudi 40 dén 60 cung
véi sy tac dong cla cac yéu td nguy co ciing nhu nhiing thay d6i kiéu gen &
trén thi nguy co méc ung thu phdi rat cao va két qua nay ciing twrong dong voi
rat nhiéu cac bao cédo di dugc cong bd trén Thé gidi [42],[46],[82],[83].
4.3.2. Yéu to vé gidi

Cung véi yéu t6 vé tudi thi yéu to vé gidi cling 1a mot nhan to tac dong
dén sy hinh thanh va phat sinh ung thu phoi, nhu & nam gidi véi su tac
dong cua yéu to nguy co 1a hat thude 14, thude lao thi cic bao céo trén thé

gioi déu cho thay ty 1€ mac ung thu ph6éi ¢ nam cao hon nit va xap xi



113

3/1[11,[21,[5]. Theo két qua nghién ctru cta ching t6i ciing khong phai 1a
ngoai I¢ voi ty 1€ 2,8/1, mac du cac bao céo gén day chi ra ty I¢ nay ngay cang

duoc thu hep.

Khi phén tich két qua vé su phan bd kiéu gen cua cac da hinh trén gen
CYP1A1l va CYP2D6 ching t6i théy r0 su khac biét ¢ hai giéi nam va nit; ¢
da hinh T6235C trén gen CYP1A1 & nit gidi voi két qua bang 3.9 c6 OR =
1,53 (95% CI = 0,66-3,61) va khong c6 ¥ nghia thong ké trong khi & nam gidi
c6 OR = 1,98 (95% CI = 1,14 - 3,45) 14 khac biét c6 y nghia thong ké so véi
nhom ddi ching p < 0,05. Pa hinh A4889G trén gen CYP1ALl ciing cho két
qua tuong tu gitra nir c6 OR = 1,16 (95% CI = 0,55 - 2,45) cling khong c6 y
nghia thong ké trong khi & nhom nam c¢6 OR = 1,3 (95% CI = 1,08 - 2,15).
Pic biét trén da hinh G4268C cua gen CYP2D6 lai cang cho thiy su khac
biét gitra nir gidi voi OR = 2,35 (95% CI = 1,09 - 5,12) so v&i nam OR = 4,11
(95% CI = 2,43 - 6,97). Két qua nay cho thay cung véi yéu té nguy co 1a hut
thudc 14 thi nhitng thay doi kiéu gen ludn 1am ting nguy co mic ung thu phoi
mot cach c6 y nghia & nam so vdi nir gioi.

4.3.3. Théi quen hiit thuéc ld véi sw phéin bé kiéu gen CYP1AL, CYP2D6 va
ung thee phéi

Theo T6 chitc Y t& Thé gidi, trong thé ky XX, hat thude 14, thude 1ao,
xi ga, tAu hodc cac dang hat thudc khac c6 dbt soi thudc 14 da gay chét 100
triéu ngudi trén toan thé giéi. Hién nay hut thudc 14 giét hai khoang 5 tricu
ngudi [27]. Nhitng nguoi hit thude c¢6 tudi tho trung binh ngan hon nguoi
khong hit thude 5-8 ndm va lam tiang ty 1& tr vong 30 - 80% chii yéu do mac

bénh ung thu phéi, bénh phé)i man tinh tic nghén va céc bénh tim mach.

Khoéi thube 14 chira hon 4000 loai hoa chit, 200 loai c6 hai cho strc

khoe, khoang 60 chat gay ung thu trong s6 d6 ¢6 hop chat thom c¢6 vong dong
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nhu: 3-4 benzopyren, cac dan chat hydrocacbon da vong c6 khi nito, aldehyt,

nitrosamine, ceton [5].

Hut thude 14 duge coi 14 yéu té nguy co chinh gy ung thu phoi, khoang
90% trong sd cac ca dugce chan doan ung thu phoi trén Thé gidi 1a ngudi hut
thudc 14 [3]. Khoang 87% ung thu phdi dugc nghi 1a do hut thudc 14 hoic
phoi nhiém khoi thudc 14 bi dong. Cac nghién cru & Viét Nam ciing thay két

qua tuong tu [9],[19].

Bang 3.6 cho thdy mdi lién hé gitta kiéu gen TC, CC cta da hinh
T6235C (m1) trén gen CYP1A1 so véi kiéu gen nguyén thuy TT gitta nhom
bénh nhan ung thu phdi va nhém dbi ching véi yéu té nguy co 13 hit thude 1a
v6i két qua OR ting dan tir khong hut thude dén hat thude, tir hat < 20
bao/nam dén > 20 bao/nam; OR = 1,66 (95% CI = 0,83 - 3,36) nhém khong
hat thude, OR = 1,91 (95% CI = 0,97 - 3,72) nhém hut thuée, OR = 1,51
(95% CI = 0,59 - 3,93) nhém hut < 20 bao/nam, OR = 1,96 (95% CI= 0,59 -
6,01) nhém > 20 bao/nam. Khi ching t6i phén tich yéu t6 nguy co hut thude
va kiéu gen theo phan loai giai phau bénh thi két qua thay rd nhat & nhom ung
thu phdi té bao vay véi OR & nhom hat thuée OR = 3,32 (95% CI = 0,96 -
5,81) cao hon 1 rang so véi nhom khong hut thudc OR = 2,44 (95% CI =
0,74 - 10,4). Ciing tuong tu & bang 3.13, 3.14, 3.15 kiéu gen AG, GG cua da
hinh A4889G (m2) cia gen CYP1A1 giita nhom bénh nhan ung thu phdi va
nhom ddi chung véi yéu td nguy co 1a hat thudc ciing cho két qua tuong tu.
Tuy nhién, két quéa cua chung t61 chua cho théy su khac biét chat ché & hai da
hinh T6235C, A4889G ctia gen CYPI1A1 so véi v6i két qua nghién ciru cia
cac tac gia da duoc cong bd trén thé gidi vé méi lién quan gira hat thudc 14 va
nguy co mac UTP: Sheikh M Shaffi va cong su nim 2009 [83] véi da hinh
T6235C (m1) c6 OR = 3,12 (95% CI = 1,656 - 5,876) v6i da hinh A4889G co
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OR = 2,59 (95% CI = 1,04 - 4,94). Joachim Schneider va cong sy nam 2004
[81] voi da hinh T6235C (ml) c6 OR = 7,94 (95% CI = 3,81 - 16,58), vodi da
hinh A4889G (m2) cho két qua OR = 7,81 (95% CI = 3,59 - 16,98), Sobti va
cong su nam 2003 trong mot nghién ctru & cong dong dan cu & phia bac An
Po [51]. Pac biét theo két qua nghién ciru méi nhat cua Peddireddy va
cong sy nim 2016 & 246 bénh nhan ung thu phdi & phia nam cia An Do
cling cho thay mbi lién quan chit ch& gira CYP1AIml va m2 véi yéu tb

nguy co hat thudc 14 [82].

Bang 3.23 cho thdy, kiéu gen khong C bao gdbm GG, GC cua da hinh
G4268C trén gen CYP2D6 ¢ nhom bénh nhan ung thu phoi khong hut thude
c6 OR = 3,35 (95% CI = 1,25 - 4,42) P < 0,004 nhung ¢ nhém bénh nhéan ung
thu phoi ¢6 hit thude 14 co ty suat chénh rat cao voi OR = 4,45 (95% CI =
2,35 - 8,5) P < 0,001 va khac biét rat c6 ¥ nghia thong ké so voi nhom doi
chtng. Sy khac biét c6 y nghia thong ké nay cho thay mbi tuong tac gifta cac
chat doc c6 trong khoi thude dén nhiing bién doi cua cac da hinh, dic biét lién
quan dén cac gen ctia da hinh G4268C trén hé thong CYP2D6. Ciing ¢ bang
3.23 khi ching t6i chia nhém bénh nhan hat thudc thanh nhém hat thude < 20
bao/ nim va > 20 bao/nam thi lai cang thay rd vai trd cua yéu td nguy co hat
thudc 1a dén nguy co mic ung thu phdi qua chi sé OR rét c6 ¥ nghia thong ké;
nhom hat < 20 bao/nam OR = 5,04 (95% CI = 1,93 - 13,5) P < 0,002, nhém
hut thude > 20 bao/ndm OR = 5,17 (95% Cl = 1,74 - 16,4) P < 0,001. Két qua
ctia chiing t6i twong dong voi két qua nghién ciu cia Kang Hui va cdng su
nam 2011[91] khi dua ra chi sé OR nhom khong hat thuéc OR = 2,59 (95%
Cl = 1,24 - 4,49), & nhom hit thuéc OR = 529 (95% CI = 2,31 - 8,57), hit
thudc >20 bao/nam OR = 6,36 (95% CI = 2,48 - 19,51), cung v4i mot sb tac

gid khac nhu; Guo Zhanlin va cong su nam 2009 [90], Yan Zhen va cOng su
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nam 2008 [92]... Bang 3.24, 3.25 khi phan tich yéu t& nguy co hat thudc 1a
theo Nhdm bénh nhan ung thu phoi biéu mé tuyén va ung thu phdi té bao vay
thi ciing cho két qua rat co y nghia théng ké, dic biét nhém bénh nhan ung
thu phoi té bao vay c6 hut thude > 20 bao/nam c6 OR = 7,88 (95% CI = 1,40 -
19,46) p < 0,001.

O bang 3.30, 3.31, 3.32 khi phan tich kiéu gen khong T188T bao gom
CC, CT cua da hinh C188T trén gen CYP2D6 cua nhom bénh nhan ung thu
phdi véi yéu t6 nguy co hit thude 14 so voi kiéu gen TT thi khong thu dugc
két qua nhu da hinh G4268C va ciing khong twong dong két qua cia Guo
Zhanlin va cong sy nam 2009 [90] voi ty sudt chénh OR = 2,92 (95% CI =
1,087-7,828), Guo Zhanlin va cdng su nam 2009 [90], Yan Zhen va cOng su
nam 2008 [92].

Ciing theo két qua bang 3.23, kiéu gen CC ¢ nhém dbi chung khong
hat thuée 14 1a 76/128 (59,4%) so véi kiéu gen CC ¢ nhom ung thu phoi
khong ht thude 1a 12 28/73 (38,3%) va c6 ty suat chénh OR = 2,35 (95% Cl =
1,25 - 4,42) p < 0,004 khac biét rat c6 y nghia thong ké. Piéu nay cho thay
kiéu gen CC cua da hinh G4268C trén gen CYP2D6 nhu 1a yéu td bao vé &

nhitng ngudi khong hat thube nhu Tomohiro S bao cdo gan day [79].

Nhu vay, qua két qua va phan tich trong dé tai nghién ctru ciia chung
t6i cho thdy yéu t6 nguy co hut thudc 14 déng mdt vai tro rat quan trong dén
nguy co mac ung thu phdi dic biét néu yéu té nay lién quan dén da hinh

G4268C cua gen CYP2D6.
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4.4. Phan bd kiéu gen cac da hinh gen CYP1A1, CYP2D6 theo phén loai
giai phau bénh

Theo md bénh hoc, ung thu phdi dugc chia lam hai loai chinh 1&: ung
thu phdi té bao nho (SCLC: small cell lung carcinoma), loai nay chiém tir 15-
20% céc truong hop ung thu phoi va ung thu phoi khéng té bao nhd (NSCLC:
non-small cell lung carcinoma) chiém 80 - 85% céac truong hop ung thu phoi.
C6 nhiéu loai té bao ung thu trong nhdm ung thu phdi khéng té bao nho
nhung c6 ba loai chinh hay gip; ung thu phoi té bao vay, ung thu phdi té bao

biéu mo tuyén va ung thu phdi té bao biéu mé 16n [5].

Két qua & bang 3.4 cta da hinh T6235C (m1) trén gen CYP1A1 theo
phan loai giai phau bénh; nhom ung thu phdi biéu mé tuyén kiéu gen; TT 33
(26%), TC 69 (54,3%), CC 25 (19,7%) khong c6 su khac biét so voi nhom
chtmg p < 0,23; nhom ung thu té bao vay TT 15 (18,5%), TC 47 (58%), CC
19 (23,5%) khac biét co y nghia théng ké so voi nhom ching voi p < 0,02;
nhom ung thu phoi té bao nho khong ¢ su khéac biét véi p < 0,09. Khi chlng
t6i phan tich kiéu gen TC-CC giira cac nhom giai phau bénh véi nhom doi
chtng thi chi c6 nhom ung thu phoi té bao vay 1a cho thay su khac biét co ¥
nghia théng ké véi OR = 2,37 (95% CI = 1,22 - 4,79) p < 0,006 (bang 3.5).
Két qua cua Nan song va cong su nam 2011ciing chi cho thay su khéc biét &
loai ung thu phdi té bao vay nay va c6 OR = 2,2 (95% CI = 1,4 - 3,5) [46].
Sheikh M Shaffi cing cong sy nim 2009 ciing cho két qua tuong tu két qua
ctia chiing t6i ¢ loai ung thu phdi té bao vay nay véi OR = 3,30 (95% CI =
1,72 - 6,32) [83]. Carmen San Jose nim 2010 ciing cho thy su khac biét ¢
loai té bao vay nay véi OR = 5,01 (95% CI = 1,6 - 14,3) p < 0,01 [61]. Tuy
nhién, & da hinh A4889G ciing trén gen CYP1A1 lai khong cho thay su khac
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biét so voi nhom ddi chimg va ciing twong ddng véi cac tac gia khac trén thé
gidi, két qua duoc thé hién bang 3.11; bang 3.12 [46],[61],[83].

Pbi v6i da hinh G4268C cua gen CYP2D6 lai cho thay 1d su khac biét
c6 ¥ nghia théng ké & tit ca cac nhoém giai phau bénh véi phan bd kiéu gen
GG, GC, CC déu c6 p < 0,001 so voi nhém d6i ching (bang 3.21). Khi chiing
t61 phan tich kiéu gen GG - GC giita cac nhom giai phau bénh véi nhom ddi
chtng thi lai cang cho thiy sy khac biét co y nghia thdng ké véi OR = 3,21
(95% CI = 1,96 - 5,28) p < 0,001 & nhém ung thu biéu mé tuyén; OR = 3,63
(95% Cl = 2,02 - 6,63) p < 0,001 & nhoém ung thu té bao vay; OR = 4,59 (95%
Cl = 1,10 - 26,99) p < 0,02 & nhom ung thu té bao nho (bang 3.22). Két qua
ctia Guo Zhanlin va cong sy nam 2005 ciing cho thay su khac biét & loai ung
thu phoi té bao vay voi OR = 2,084 (95% CI = 1,024 - 4,244) [90]; Kang Hui
va cong su nam 2011 lai cho théy su khac biét & nhém biéu mo tuyén voi1 OR
= 2,75 (95% CI = 1,27 - 5,94) [91]; Carmen San Jose ndm 2010 ciing cho thay
su khac biét ¢ loai té& bao vay véi OR = 5,01 (95% CI = 1,6 - 14,3) p <
0,01[61]. Ciing nhu da hinh A4889G (m2) cua gen CYP1A1 thi & da hinh
C188T cuia gen CYP2D6 ciing chua cho thay sy khac biét vé phan bd kiéu
gen theo ting loai giai phau bénh nhu da hinh G4268C.
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KET LUAN

1. Sw phin bd kiéu gen cac da hinh thai don trén gen CYP1A1, CYP2D6
& bénh nhan ung thw phoi so véi nhém doi chirng.
1.1. Sw phén bé kiéu gen da hinh thdi don T6235C (m1) ciia gen CYP1A1
¢ bénh nhén ung thw phoi:

Phan b6 kiéu gen TT, TC, CC ¢ nhom bénh nhan ung thu phdi 1an luot 1a
50 (22,7%), 121 (55,0%), 49 (22,3%) khac biét c6 y nghia thong ké véi p < 0,02
s0 véi nhoém ddi chimg c6 két qua 1a 70 (35,0%), 95 (47,5%), 35 (17,5%).

Phén b kiéu gen TC va CC ¢ nhom ung thu phoi ting c6 y nghia voi
OR =1,83 (95% Cl = 1,17 - 2,88) p < 0,005 so v&i nhém ddi chung.
1.2. Sw phin bé kiéu gen da hinh thdi don G4268C ciia gen CYP2D6 ¢ bénh
nhdn ung thuw phéi:

Phan b6 kiéu gen GG, GC, CC & nhém bénh nhan ung thu phéi 1an luot 13
26 (11,8%), 126 (57,3%), 68 (30,9%) khéc biét rat co ¥ nghia thng ké véi p <
0,001 so véi nhoém ddi chimg vai két qua 28 (14,0%), 51 (25,5%), 121 (60,5%).

Phén bd kiéu gen khong C4268/C (GG, GC) ting c6 y nghia voi OR =
3,42 (95% Cl = 2,24 - 5,22) p < 0,001 so v¢i nhom ddi chung.
2. Méi lién quan giira ciac da hinh thai don ciia gen CYP1A1, CYP2D6
v6i cac yéu to nguy co va ung thu phéi.
2.1. Nguy co hit thude 14

Pa hinh G4268C ciia gen CYP2D6 la nhan t6 quan trong cung véi
nguy co hit thudc 14 1am tang nguy co mac bénh ung thu phoi véi OR = 4,45
(95% CI = 2,35 - 8,5) p < 0,001. Pic biét & nhém hut thude 14 > 20 bao/ nim
cd OR = 4,88 (95% CI = 1,52 - 16,4) p < 0,002.

Kiéu gen CC cua da hinh G4268C cta gen CYP2D6 nhu 13 yéu té bao
vé & ngudi khong hut thude voi OR = 3,35 (95% Cl = 1,25 - 4,42) p < 0,04.
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2.2. Nguy co theo tudi va giéi

Da hinh T6235C ctua gen CYP1AI1, da hinh G4268C cua gen CYP2D6
déu tang cd y nghia ¢ gidi nam bi ung thu phdi so voi gidi nit.

Nhom tudi tir 40 dén 60 & ca hai da hinh T6235C cua gen CYP1A1 va da
hinh G4268C ctia gen CYP2D6 1a nhém ¢ nguy co mac ung thu phoi cao nhat.
2.3. Theo giai phiu bénh.

Phan b kiéu gen TC va CC cta da hinh T6235C gen CYP1A1 ¢ nhom
ung thu phéi té bao vay ting 6 ¥ nghia véi OR = 2,37 (95% Cl = 1,22 - 4,79)
p < 0,006 so voi nhom ddi chimg.

Phén b kiéu gen khong C4268/C (GG, GC) cuia da hinh G4268C gen
CYP2D6 & ca ba nhom giai phau bénh; ung thu phoi biéu mé tuyén, ung thu
phoi té bao vay va ung thu phoi té bao nho déu cho két qua khac biét co y
nghia thng ké véi két qua lan lugt: OR = 3,21: OR = 3,63: OR = 4,59 so v&i

nhoém ddi chimg véi p < 0,001.
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KIEN NGHI

Qua nghién ctru nay, chung toi xin dé xuat mot sb ¥ kién nhu sau.

Theo két qua nghién ctru cta ching tdi ciing nhur cac nghién ciru cla céc
tac gia trén thé gi6i thi nhom tudi tir 40 dén 60 c6 nguy co bi ung thu phdi cao
nhat. Do vy, & nhom tudi ndy can dugc kham va sang loc thudng xuyén dé
phat hién sém ung thu phoi dé diéu tri vi ung thu phoi thuong tién trién nhanh
va ap dung cac phuong phép diéu tri giai doan mudn thuong kém hiéu qua.

Tir 1au hat thude 14 duge cho 1a yéu t6 nguy co 1d rang nhit gay ung thu
phoi va gy ra nhitng dot bién gen trén ngudi bénh. Chinh vi vdy can xac dinh
som cac kiéu dot bién véi yéu td nguy co hit thude trén timg thé bénh theo
phan loai giai phau bénh dé 4p dung phuong phap diéu tri mdi cho nguoi

bénh bi ung thu phoi nhu; diéu tri dich, diéu tri mién dich...
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