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LIEN QUAN PIEM DA HINH GEN TGFB1 - 509 VA
NGUY CO UNG THW BIEU MO TE BAO GAN

Nguyén Bd Vwong’; Phan Thj Hién Lwong?
Tran Viét T4?; Lwong ThiLan Anh®
TOM TAT
Muc tiéu: kiéu gen cla vat chd anh huwéng Ién dén hau qué nhiém virut viém gan B va hinh
thanh ung thw biéu mo té bao gan, do vay ching t6i tién hanh nghién clru bénh ching t
1 - 2016 dén 1 - 2018 nhdm danh gia anh huéng clta diém da hinh TGFB1 - 509 vé&i nguy co bi
ung thw biéu mé té bao gan. Péi tuong va phuong phép: 102 bénh nhan ung thw biéu mo té
bao gan cé HBsAg (+) va 102 ngwdi cho mau khde manh, tién hanh phan tich diém da hinh gen
TGFB1 - 509 C>T bang phwong phap gidi trinh tw trwc tiép. Két qua: s& dung kiéu gen CC lam
nhém chieng cho thay kiéu gen TT ting nguy co bi ung thw véi (OR = 2,323; 95%Cl: 1,026 - 5,288,
p = 0,041). C4 thé mang alen T tang nguy co bi ung thw so v&i nhitng ca thé mang alen C (OR = 1,529;
95%Cl: 1,029 - 2,271, p = 0,035). Tuy nhién, khdng thay méi lién quan vé diém da hinh gen trén véi
déc diém 1am sang nhw sé lwong, kich thwdce khdi u hay hién twong di can. Két luan: nghién ctru
thay diém da hinh gen TGFB1 - 509 C>T ¢4 lién quan dén nguy co bi ung thw biéu mé té bao gan,
can nghién ciru thém véi s lwong bénh nhan Ién hon dé khang dinh két qua trén.
* Tlr khéa: Ung thu biéu mo té bao gan; Virut viém gan B; TGFB1 - 509; Da hinh gen.

The Correlation between TGFB1 - 509 Gene Polymorphisms and
Risk of Hepatocellular Carcinoma.

Summary

Objectives: Host genetic factor may affects clinical out comes of hepatitis B virus infection,
this case control study aimed to evaluate tranforming growth factor 81 (TGFB1) - 509 gene
polymorphisms as a risk factor of hepatocellular carcinoma from 1 - 2016 to 1 - 2018. Subject and
methods: 102 hepatocellular carcinoma patients with HBsAg (+) and 102 healthy blood donors were
investigated. Polymorphisms of TGFB1 - 509 gene were detemined using the sequence specific
primer PCR. Results: Using the CC genotype as reference genotype, TT was significantly
associated with increased risk of hepatocellular carcinoma (OR = 2.323; 95%CI: 1.026 - 5.288,
p = 0,041). Furthemore, we found T allele was significantly associated with increased risk of
hepatocellular carcinoma, compared C allele (OR = 1.529; 95%CI: 1.029 - 2.271, p = 0.035).
However, in a subsequent analysis of the association between TGFB1 - 509 gene polymorphism
and clinical characteristics of hepatocellular carcinoma including tumor size, type, presence or
absence of metastasis, and portal vein thrombosis, there were no significant differences in both the
distribution of genotype frequency with hepatocellular carcinoma patients. Conclusion: The present
study showed that TGFB1 - 509 C>T polymorphism was associated with increased hepatocellular
carcinoma risk. Further prospective studies on large are necessary to confirm our findings.

* Keywords: Hepatocellular carcinoma; Hepatitis B virus; TGFB1 - 509 C>T polymorphism.

1. Bénh vién Quan y 103
2. Bénh vién Bach Mai
3. Trirong Pai hoc Y Ha Noi
Nguwoi phan héi (Corresponding): Nguyén Béd Vwrong (bavuongsang@gmail.com)
Ngay nhdn bai: 11/03/2019; Ngay phan bién danh gia bai bao: 16/05/2019
Ngay bai bao dwoc dang: 22/05/2019

51


mailto:bavuongsang@gmail.com

TAP CHI Y - DUQC HQC QUAN SU SO 5-2019

DAT VAN BE

Sinh ly bénh cla ung thw biéu mo té
bao gan (UTBMTBG) réat phurc tap, c6 sw
déng gop cua nhiéu yéu td, qua nhiéu
buwdc, trong dé6 nhiém virut viém gan B
(HBV) la nguyén nhan quan trong nhét.
Theo cac nghién ctru khac nhau, HBV chiém
60 - 80% nguyén nhan gay UTBMTBG,
tuy nhién, > 90% nguwoi trwdng thanh khi
bi nhiém HBV c6 thé tw khdi trong vong
6 thang, chi c6 5 - 10% trwéng hop nhiém
man sé tién trién thanh viém gan man,
xo gan, UTBMTBG [2]. Diéu nay cho thay
kiéu gen va dap tng mién dich ca vat chd
c6 lién quan dén nguy co bi UTBMTBG
clia co thé khi tiép xtc véi yéu tb gay bénh.

TGFB1 (Tranforming growth factor 31)
la mot cytokine da chirc ndng, kiém soat
nhiéu hoat ddng cla té bao. Trén nhirng
té bao binh thworng, TGFB1 tac dong nhuw
mot chat (rc ché u bang céach trc ché tang
sinh té& bao, thic day té bao biét hda, gay
chét theo chwong trinh. Tuy nhién, & giai
doan dau cla qua trinh sinh ung thw, cac
t& bao khong tuan theo sw kiém soat binh
thwong trén, cytokine nay thic day hoat
dong gen tang san xuét collagen, tang
hinh thanh xo & gian bao, trc ché chiing
thoai hoa. Déi véi bénh nhan (BN) HBV
man, protein nhan cia HBV kich thich
hoat déng phién ma cua gen TGFB1, hon
nira virut con tac dong lén con dudng
truyén tin TGFB, gay chuyén tac dung ti
tc ché u sang tang cwdng xo hda, tang
nguy co UTBMTBG [3].

Gen TGFB1 ndm trén nhanh dai cla
nhiém sac thé 19 (19913,1-13,3), c6 nhiéu
diém hinh don lién quan dén néng do
TGFB huyét twong, trong d6 vi tri -509
C>T da dwoc nghién ctu cho thdy cé gia
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tri nhat. Hon niva, phan tich kiéu hinh gen
TGFB1 - 509 C>T thay nhitng céa thé co
alen T sé tang nguy co bi UTBMTBG so
véi nhirng ca thé mang alen C. Diém da
hinh gen TGFB1 - 509 C>T ndm & viing
kh&i ddng nén co vai tro Ién dén qua trinh
san xuat TGFB [4]. P& danh anh hwéng
cta diém da hinh nay véi nguy co bj ung
thw, nhiéu nghién ciu dwoc tién hanh
nham lam sang té co ché bénh sinh va
mdi lién quan gitra nhiém virut véi quéa
trinh sinh ung thw, tr dé giup phat hién
s&ém va diéu tri hiéu qua hon. Viét Nam la
quéc gia c6 ty 1é nhiém HBV cao véi ganh
ndng UTBMTBG réat Ién. Vi vay, ching toi
tién hanh nghién ctru ndy nham: Panh gia
méi lién quan cua diém da hinh gen
TGFB1-509 C>T va nguy co bj UTBMTBG
& quan thé nguoi Viét Nam.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

Nghién ctru tién hanh tai Bénh vién
Bach Mai va Trwong Dai hoc Y Ha Néi tw
1-2016 dén 1 - 2018.

1. Déi twong nghién ciru.

* Nhém bénh:

- 102 BN (94 nam, 8 ni¥) dwoc chan
doan UTBMTBG theo Hwéng dan cua
Bo Y té Viét Nam (2012) [4].

+ C6 bang chirng gidi phau bénh moé
bénh hoc hodc té bao hoc vé UTBMTBG.

+ Hinh anh dién hinh trén phim chup
cat I&p vi tinh (CT-scan) & bung c6 can
quang, hodc MRI 6 bung c6 can tlr + aFP
> 400 ng/ml.

+ Hinh anh dién hinh trén CT-scan 6
bung c6 can quang hodc MRI & bung cé
can tr + a FP tang cao hon binh thwdng
(< 400 ng/ml), tién hanh sinh thiét gan
chan doan bang mé bénh hoc.



TAP CHi Y - DUQ'C HOC QUAN SU SO 5-2019

- BN c6 HBsAg (+).

- BN lan dau duwoc chan doan UTBMTBG,
chuwa diéu tri hoa chéat trudc do.

* Tiéu chudén loai trev:

- BN nhiém HIV; HCV; nghién rwou;
bénh viém gan do thuéc, do héa chét; ung
thw gan di can tr cac co quan khac.

* Nhéom chdng: 102 ngwoi khée manh
cho mau, khdng c6 triéu chirng I1am sang
hay tién st bi viém gan, HBsAg (-), anti-
HCV (-), HIV (-), twong déng vé gi&i so
v&i nhdm bénh.

2. Phwong phap nghién ctru.

Nghién ctru md ta cét ngang, bénh ching.

* Déanh gia ldm sang:

DPanh gia dac diém: tudi, gidi, kich
thwoc u, huyét khdi tinh mach ctra, di can.

* Giai trinh tw gen:

L4y 2 ml mau toan phan cta 102 BN
UTBMTBG, 102 nguwoi khée manh, chéng
déng bang EDTA, bao quan -80°C.

Dung PathogenFree ADN Isolation
PCR Kit (GeneProof) dé chiét tach ADN
t mau toan phan. Dung phan ng PCR
dé khuéch dai gen TNF-a, stv dung mdi
xubi 5-GGAGAG-TAGGTTTTACAGGTG-3,
mdi nguoc 5-TAGGAGAAGGAGGGTCT-

GTC-3'v&i chu trinh nhiét 95°C/30 giay;
58°C/30 gidy; 72°C/30 gidy x 35: 72°C/5 pht.
Tinh sach sé&n phdm PCR dwoc bang kit
Qiagen (Ptrc) c6 kich thuwéc 377 bp, kiém
tra bang cach dién di trén gel agarose 1%.

Phan tich trinh tw gen trwc tiép bang
may ABI 3500 Genetic analyzer va phan
mém Variant reporter version 2.0 (Thermo
Fisher), BioEdit. Trinh tw tham chiéu
TGFB1 - 509 (X05839) dwoc tham khao
tr co s& dir liéu cia NCBI. Két qua kiéu
gen déng hop t&r dwoc xac dinh 1a CC, TT
va kiéu gen di hop ttr duoc xac dinh la CT.

BPinh lwong HBV-ADN bang phuwong
phap realtime PCR v&i hé théng CFX96
C1000 Thermal Cycler Bio Rad, str dung
kit GeneProof.

* Phan tich va xd ly sé liéu:

Tién hanh thu thap, x& ly sb liéu voi
phan mém SPSS 17 dé tim ra sw khac
biét vé phan bd kiéu gen cta da hinh gen
TGFB1 - 509 C>T va nguy co bi UTBMTBG.
Trinh bay sb liéu theo trung binh hoéc trung
vi khi pho hop. Thuat toan test x°, OR
(Odds ratio: ty xuét chénh), CI (Confident
intervals: d tin cay), gia tri tin cay 95%, gia tri
p < 0,05 dwoc xac dinh cé y nghia théng ké.

KET QUA NGHIEN ClU
1. Pac diém chung caa déi twong nghién ciru.

Bang 1:
Nhém bénh (n =102) Nhédm chirng (n = 102)
Tubi trung binh £ SD (nam) 57,4 +9,7 24,8 +3,9
Ty 1€ gi&i (nam/ni) 11,8/1 11,8/1

HBsAg

(+) ()

Trung vi (25 - 75%) HBV-ADN (cp/ml)

222500 (1855 - 4744755,08)

Trung vi (25 - 75%) AFP (ng/ml)

157,1 (15,48 - 6828,75)
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1 khoi 72.5%
Loai u gan - -

Nhiéu khéi 27 5%

Co 19,6%
Di can ung thw

Khéng 80,4%
Huyét khéi tinh co 22,5%
mach clra Khong 7 5%

<5cm 29,4%
Kich thwéc u gan

z5cm 70,6%

DPuwdng kinh tbng u gan (cm)

10,81 + 12,03 (1,7 - 98,7)

Nam chiém wu thé trong nhém ung thw, ty 1& nam/nir 1a 11,8/1; nhém ching dat

twong déng vé gi¢i so véi nhom UTBMTBG.

2. Méi lién quan da hinh gen TGFB1 - 509 va nguy co bi UTBMTBG.

Bang 2:
Kiéu gen va alen N?néf l%i’)‘h Nh(?]”l Zg;"’)“g OR (95%Cl) p
Kiéu gen (n)
cc 14 23 Ref
cT 47 50 1,544 (0,712 - 3,351) 0,270
T 41 29 2,323 (1,026 - 5,258) 0,041
T6 hop cac gen lan va tréi (n)
cc 14 23 Ref
TT+CT(T-) 88 79 1,830 (0,881 - 3,799) 0,102
CT +CC (C-) 61 73 Ref
T 41 29 1,692 (0,943 - 3,036) 0,077
Kiéu alen (2n)
Alen C 75 96 Ref
AlenT 129 108 1,529 (1,029 - 2,271) 0,035

(Ref: Reference - Tham chiéu)

Nguwdi mang kiéu gen TT c6 kha nang mac UTBMTBG cao hon ngudi mang
kiéu gen CC véi OR = 2,323; 95%Cl: 1,026 - 5,258; p = 0,041. Ngwdi mang alen T
c6 khd ndng méc UTBMTBG cao hon ngwdi mang alen C véi OR = 1,529; 95%CI:
1,029 -2,271,p =
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Bang 3: Ba hinh gen TGFB1 - 509 C>T va triéu chirng Iam sang.

Kiéu gen TGFB1 - 509 C>T Tudi (mean + SD) | Pwéng kinh téng u (cm); median (25 - 75%)
cC 56,14 +9,437 60,5 (39,25 - 109)
cT 59,30 + 10,323 89 (50 - 110)
TT 55,71 + 9,413 71(40,5 - 160)
p 0,209 0,725

Khéng c6 sw khac biét vé tudi trung binh va kich thuwéc tbng u trung binh & BN
mang da hinh gen khac nhau cila TGFB1 - 509 C>T.

Bang 4: Da hinh kiéu gen TGFB1 - 509 C>T va déc diém khéi u.
TGFB1-509 C>T

Déc diégm u CC (%) CT (%) TT (%) p
) 1 khéi 11 (14,9) 35 (47,3) 28 (37,8)
SO lvgng - . 0,699
Nhiéu khéi 3(10,7) 12 (42,9) 13 (46,4)
Cao 4 (33,3) 3(25) 5(42,7)
Mrc do biét héa N
UTBMTBG Trung binh 4 (15,4) 12 (46,1) 10 (38,5) 0,551
Kém 1 (10) 5 (50) 4 (40)
Lan téa 0(0) 3(35,7) 5 (62,5)
Hinh théai - 0,301
Khéi 14 (14,9) 44 (46,8) 36 (38,3)
<5cm 5 (16,7) 11 (36,7) 14 (46,6)
Kich thwéc 0,466
>5cm 9 (12,5) 36 (50) 27 (37,5)

Phan bb cac da hinh gen ctia TGFB1 - 509 dbi véi dac diém khdi u nhw sé lwong,
do biét hda, hinh thai, kich thwé'c déu khoéng cé khac biét .

Bang 5: Pa hinh kiéu gen TGFB1 - 509 C>T va dac diém can 1am sang.

TGFB1 - 509 C>T

Chi sb can l1am sang CC (%) CT (%) TT (%) p
< 10* cp/ml 2(6 16 (47 16 (47
HBV-ADN " P (©) 49 Sl 0,235
>10* cp/ml 12 (17,6) 31 (45,6) 25 (36,8)
< 400 ng/ml 9 (16,7 22 (40,7 23 (42,6
AFP 9 (16.7) (40.7) (42.6) 0,450
> 400 ng/ml 5 (10,4) 25 (52,1) 18 (37,5)
Huyét khéi tinh C6 huyét khoéi 2(8,7) 11 (47,8) 10 (43,5)
mach clra " PAAYY 0,724
: Khong huyét khdi 12 (15,2) 36 (45,6) 31(39,2)
Cé dican 5 (25) 7 (35) 8 (40)
Di can khac 0,227
Khong di can 9 (11) 40 (48,8) 33 (40,2)

Phan bb cac da hinh gen TGFB1 - 509 v&i dac diém lam sang nhw gia tri HBV-ADN,
ndng dd AFP, huyét khdi tinh mach ctra va di can khac déu khong cé khac biét.
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BAN LUAN

TGFB Ia moét cytokine quan trong tac
dong lén nhidu qua trinh cuta té bao, trong
dé co qua trinh hinh thanh ung thw. TGFB
c6 vai tro lwdng cwc véi khdi u, tac dong
trc ché khéi u trong giai doan dau va kich
thich u trong giai doan tién trién. Binh
thworng, TGFB tac dung nhw mét chat te
ché u do kim hdm té bao tang sinh, kich
thich té bao biét héa va gay chét theo
chwong trinh. Tuy nhién, & giai doan dau
cta qua trinh sinh ung thw, té bao tré nén
mat kiém soét do tac dung nay cta TGFB,
tao diéu kién cho qua trinh truyén tin cia
TGFB tir (e ché thanh phat trién u. Nhiéu
bang chirng cho thdy ndng d6 TGFB tang
trong huyét twong & BN UTBMTBG, tang
biéu hién TGFB1 & md ung thw gan so
véi mo lanh [5]. Do vay, bang viéc kiém
soat hoat déng gen, quy dinh ndng do
TGFB1 huyét twong, didm da hinh TGFB1
- 509 ndm & ving khéi dong gen sé anh
hwéng dén hinh thanh UTBMTBG.

Két qua cho thay kiéu alen T tang nguy
co bi UTBMTBG (OR = 1,529; 95%CI:
1,029 - 2,271, p = 0,035) so v&i kiéu alen C,
kiéu gen TT tang nguy co bi UTBMTBG
(OR = 2,323; 95%CI: 1,026 - 5,288,
p = 0,041) so v&i kiéu gen CC. J. Ma (2015)
nghién ctu trén 159 BN UTBMTBG
nhiém HCV va 234 nguwdi khde manh
nhiém HCV thdy ngwdi mang kiéu gen TT
va alen T tang nguy co so v&i nguoi
mang gen CC hoac alen C (OR = 1,820,
95%CI: 1,051 - 3,153, p = 0,036 va OR =
1,383, 95%Cl: 1,037 - 1,844, p = 0,028) [6].

Nam 1999, Grainger cdng bé alen T tai
vi tri - 509 clta gen TGFB1 c6 lién quan
dén tdng néng d6 TGFB1 huyét twong,
hon nira néng d6 nay & ca thé mang gen
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2 alen T cao hon & ca thé mang 1 alen T,
cho thdy hiéu rng cong liéu cha alen.
Nhiéu nghién ctru chi ra biéu hién rong rai
cla cytokine nay & bao twong cla té bao
gan, té bao Kupper, dai thywc bao... [7].
TGFB gitp chuyén té bao hinh sao cla
gan thanh cac nguyén bao xo sg@i, kich
thich tbng hop ECM protein (extracellular
matrix protein - protein gian bao) va wc
ché chang thoai trién. Tich Idy EMC gép
phan bép méo céu tric gan, tao seo xo,
phét trién nét tang san, hinh thanh xo gan.
Thwe nghiém gay pha v& tdng hop TGFR1
va/hodc con dwdng truyén tin hiéu cda
TGFB lam giam hién twong di can va xam
nhap cla té bao ung thw [2].

Mét sb nghién ciru cho thay kiéu gen
TT va alen T lién quan dén ting ndng do
TGFB, tang nguy co bji UTBMTBG nhuw
Mohamed (2012) [8], J. Ma (2015) [6],
tuy nhién nghién ctru cta Qi P (2009) [9],
Roli Saxena (2013) cho thay kiéu gen CC
va alen C mai dong vai trd nay [10]. Da sb
cac nghién ctru déu thtra nhan anh
hwéng cta diém da hinh TGFB1 - 509 véi
nguy co UTBMTBG, tuy nhién alen va
kiéu gen nao gay tdng nguy co hién van
chwa cé sy ddng thuan rd rang. Két qua
nghién ctru cta Wei - Qun Lu (2016) thuc
hién moét phan tich gbép trén 2.809 BN
UTBMTBG va 4.802 ngudi khdng ung thu.
Phan tich dwdi nhom trén nhirng nghién
cru, lwa chon BN tir quan thé chung,
l4y kiéu gen CC lam chirng, tac gia thay
kiéu gen TT lam tang nguy co UTBMTBG
(OR, 95%CI, p: 1,74; 1,08 - 2,8; 0,023).
So sanh theo mé hinh gen trdi (TT + TC
so v&i CC) tang nguy co bi UTBMTBG
(OR, 95%CI, p: 1,48; 1,01 - 2,17; 0,047),
alen T tang nguy co UTBMTBG so Vv0i
alen C (OR, 95%CI, p: 1,35; 1,05 - 1,74,
0,021) [11].
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Tuy nhién, khi phan tich méi lién quan
cla diém da hinh gen TGFB7 - 509 va
dac diém lam sang clta BN UTBMTBG
bao gébm: tudi, kich thwéc u, hinh théi,
huyét khéi tinh mach clra hay hién twong
di can, chung téi khéng thay khéac biét vé
ty 1& phan bd khi so sanh céc kiéu gen
khac nhau. Nhw vay, méc du diém da
hinh trén gép phan vao nguy co hinh
thanh u, nhung no it co vai trd dbi voi tién
trién UTBMTBG. Diéu nay ciing duoc giai
thich do UTBMTBG la mét bénh ly phic
tap, chiju tac doéng cda nhiéu yéu té tir
gen vat chi dén méi truong.

DPay la nghién clru dau tién tai Viét
Nam danh gia vé anh huéng clta diém da
hinh gen TGFB1 - 509 C>T vé&i nguy co bi
UTBMTBG. Tuy nhién, nghién clu cula
chang t6i véi sb lwong BN con thap, tat
ca BN déu dwoc lwa chon tai bénh vién,
do vay két qua chwa dai dién cho tat ca
BN UTBMTBG trong quan thé. M&c du da
c6 gang lwa chon dat dwoc sy twong dong
vé gidi, nhuwng chwa lwa chon dwoc nhém
chirng véi d6 tudi twong tw nhom bénh.
Do vay, két qua nay can dwoc khang dinh
thém & nhing nghién clu sau v&i sb
lwong BN I&n hon, dbi twong mau duwoc

lwa chon tlr nhiéu vién va trong cong déng.

KET LUAN

Két qua nghién ctu cha ching téi da
chi ra alen T va kiéu gen chtva alen T cla
gen TGFB1 - 509 C>T lién quan dén tang
nguy co UTBMTBG. Tuy nhién, khdong cé
sw khac biét vé phan bd kiéu gen da
hinh trén vé&i dac diém lam sang cla
BN UTBMTBG
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