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Anh hwéng ciia gen p16 va RASSF1A dén bénh nhin ung
thw gan

Effects of p16 and RASSF1A on hepatocellular carcinoma patients
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Tém tat

Nhirng thay déi bi€u sinh trong bi€u hién gen do qué trinh methyl héa dao CpG
la nguyén nhan chinh gay bat hoat gen p16. Tuy nhién, gen RASSF1A va p16 c6 thé
bi bat hoat bdi qua trinh methyl hdéa. Muc tiéu: Phan tich cac yéu té tdc dbéng, tan
s6 methyl héa trong cdc mau mo gan & nhirng bénh nhan ung thu gan. Péi tuong va
phuong phédp: Khao sat db tudi, cac yéu té tdc dong dén ung thu gan va su anh
hudng qua trinh methyl héa hai yéu t6 RASSF1A va pl6 trén bénh nhan ung thu
gan. Két qua: Bénh nhan mac bénh ung thu gan nam trong dé tudi tir 50 - 70, trong
do6 do tubi tir 60 - 70 chiém ty 1&é cao nhat 42% (p<0,05) va nam gidi cé ty |é mac
bénh cao hon so véi nit (nam: 74%, nit: 26%, p<0,05). S6 ngudi hat thuéc & bénh
HCC chiém ty 1é tur 42,85 - 100% tuy theo d6 tui va ty I&é ngudi uéng rugu & bénh
nhan HCC tuong doi thap (16,67 - 19,05%) va chu yéu tap trung & do tudi tir 50 -
70. Ty 1& bénh nhan ung thu gan duong tinh véi HBsAg chiém tir 55,56 - 100% va
tap trung & 40 - 70 tudi, Trong khi dé, ty I1&é duong tinh véi anti HCV thap (28,57 -
33,33%) va tap trung & do tudi tlr 50 - 70 tudi. Ty 1& mau cbé pl6 chiém 44% trong
ddé bi methyl héa & bénh nhan ung thu gan 63,64% va mo binh thuong 36,36% Vvdi
kich thudc 93bp. Cdc mau chlra RASSF1A chi€ém 58% trong dé6 RASSF1A bi methyl
héa & bénh nhan ung thu gan 60,35% va & ngudi binh thuong 39,65% véi kich thudc
145bp. Qua trinh methyl héa cla p16 va RASSF1A & bénh nhan trén 65 tudi dién ra
nhiéu hon so véi do tudi khac va su phan bé cta 2 locus nay & bénh nhan duong
tinh vi HCV cao hon so véi cac doi tuong khao sat khac. Két ludn: Qué trinh methyl
hdéa gen RASSF1A va pl6 c6 mai lién hé mat thiét dén bénh nhan ung thu gan va
tly thubc vao do tu6i va gidi tinh.

Tur khda: Methyl héa, p16, RASSF1A, ung thu gan.

Summary

Epigenetic changes in gene expression due to CpG island methylation are the
main cause of pl6é gene inactivation. Recently, it has been suggested that the
RASSF1A and pl6 genes can be inactivated by methylation. Objective: To analyze the
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impact factors and the methylation of tissue samples in liver cancer patients. Subject
and method: Testing of age groups, factors affecting hepatocellular carcinoma and
the influence of methylation of two factors RASSF1A and pl6 on cancer patients.
Result: Hepatocellular carcinoma patients were aged from 50 to 70 years old, the
highest rate 42% (p<0.05) in the age group from 60 to 70, and men had a higher
incidence than women (male: 74%, female: 26%, p<0.05). The number of smokers in
HCC accounted for 42.85 - 100% depending on age and the rate of people who drink
alcohol in HCC was relatively low (16.67 - 19.05%) and concentrated in the age group
from 50 to 70. The rate of HbsAg-positive patients was 55.56 - 100% and
concentrates on 40 - 70 years old. The positive rate for anti HCV was low (28.57 -
33.33%) and concentrates in the age group from 50 to 70 years old. The percentage
of samples containing pl1l6 accounted for 44%, including methylation 63.64% in liver
cancer patients and 36.36% in normal people with size of 93bp. RASSF1A samples
accounted for 58% of which methylation 60.35% in liver cancer patients and 39.65%
in normal people with size of 145bp. Methylation of p16 and RASSF1A in patients over
65 years of age occurs more frequently than in other age groups, and the distribution
of these 2 loci in HCV-positive patients is higher than others. Conclusion: Methylation
of p16 and RASSF1A is strongly associated with hepatocellular carcinoma patients
and is dependent on age and sex.
Keywords: Liver cancer, methylation, hepatocellular carcinoma, p16, RASSF1A.

1. bat van dé

Ung thu gan la nguyén nhan gay tu
vong ding hang th( hai trén toan thé gidi,
véi s6 ca t& vong cao. Nhiém virus viém
gan B (HBV) man tinh la yéu t6 phé bién
nhat cda bénh ung thu gan va tiém phong
vaccin dugc xem nhu mot gidi phap lam
gidm ty |é ung thu gan trong céng dong.
Mac du tam soat ung thu gan cho phép
chan doan sém ung thu gan nguyén phat
va xét nghiém tim khang nguyén bé mat
HBV (HBsAg), két hgp xét nghiém alpha-
fetoprotein (AFP) huyét thanh va siéu am
dé nhéan biét kha nang nhiém HBV [1].

Methyl héa cac gen trong ung thu gan
cho phép xac dinh qua trinh metyl héa chi
xuat hién & gan cla ngudi Ién tudi, va phat
trién qua cac giai doan khac nhau khi
nhiém virus, trong dé nhiém viém gan C cé
thé day nhanh qua trinh methyl héa va tao
ra chat sinh ung thu & gan [2]. Tai Viét
Nam, cac nghién clu vé ung thu gan tap
trung cha yéu céc van dé vé dich té & mot
sO0 dia phuong, qua trinh khdm sang loc
ung thu & quy mdé réng, dac biét uu tién
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sang loc cac ung thu thudng gadp, cé kha
nang diéu tri hiéu qua va phat hién bang
cac phuong tién diéu tri hién dai [3].

Gen pl6 hoat dong nhu moét chat Uc
ché chu ky té bao dac hiéu G1; su Gc ché
nay mat di néu pl6 bj bat hoat, cé thé dan
dén chu ky va tang truéng té bao bat
thuong [1]. Co ché cha yéu dé€ bat hoat
pl6 trong cadc bénh ung thu & nguai la qua
trinh methyl héa khéng binh thuong dao
CpG kéo dai tir vung promoter thanh exon
1la va dan dén im lang phién ma [2]. Do do,
qua trinh hypermethyl héa clda cac gen ho
trg khéi u cé thé déng mot vai tro quan
trong trong qua trinh hinh thanh ung thu
gan. Gan day, Dammann va céng su da
phat hién dac trung gen Ras association
family (RASSF) 1A [3]. N6 nam trong locus
3p21.3 cla nhiém sac thé, mot vung cé thé
c6 Gc ché khoéi u [4]. RASSF1A thuong
xuyén bi bat hoat trong ung thu phéi bang
cach tang methyl hdéa promoter va su tai
bi€u hién cla RASSF1A trong té bao ung
thu ph6i lam gidm sy hinh thanh khéi u &
chudt [3]. Nhitng két qua nay chi ra rang
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gen RASSF1A la gen Uc ché khéi u muc tiéu
doi véi bénh ung thu & nguai.

Mot s6 moi lién hé gilra ung thu gan vdéi
sy bi€u hién clta pl6é va RASSF1A chua
dugc danh giad sau vé cac ca ché tac dong
va chua tap trung nghién ctu vao viéc phat
trién cac xét nghiém nhanh trong viéc phat
hién mam mong bénh tir p16, RASSF1A du
cac nghién clu trén thé gidi da dua ra cac
moi lién hé chac ché trudéc dé. Chinh vi
vay, trong nghién cdu nay chidng téi da
danh gid tong thé vé viéc anh hudng cua
pl6 va RASSF1A & bénh nhan ung thu HCC
nham cung cadp mot co sd khoa hoc gildp
cac nha nghién ctu cling nhu cac nha lam
sang c6 thém théng tin vé nguyén nhéan
gay bénh HCC, tlr d6 c6 thé gilp chan doan
tam soat HCC sém va xay dung mot phat
do diéu tri méi hiéu qua théng qua hai gen
p16 va RASSF1A.

2. Poi tuong va phuong phap
2.1. Déi tuong

Cac nghién clu dugc thuc hién trén
100 bénh nhan ung thu gan tu ngay
01/11/2021 - 31/03/2022. Tat cd cac bénh
nhan déng y tham gia nghién clu va dugc
thong qua Ho6i dong Y dic. 100 bénh nhan
dugc thuc hién cac xét nghiém sinh hoéa
thudng quy két hgp nham chan doan ung
thu, trong d6 50 bénh nhan ti€n hanh phau
thuat cat gan va diéu tri héi phuc sau phau
thuat. Va 50 bénh nhan duogc lay md gan
binh thuong dung lam mau ching cat &
mau mo lanh & ria tiép xdc vdi té bao ung
thu.

2.2. Phuong phap

Tach DNA tinh khiét t&r mau té bao gan:
Cat nhéd 20 mg mé gan vao tube 1,5ml.
Thém 180ul Buffer ATL, 20ul Proteinase K,
tron déu, U & 56°C trong 3 gid. B& sung
200ul Buffer AL, trén déu trong 15 giay, U
70°C trong 10 phdt, ly tam nhe va thém
200ul etanol 100%, vortex trong 15 giay
sau do ly tdm nhanh 6ng dé€ loai bo dung

dich trén nap. Chuyén hén hgp qua coét
QlAamp Mini Spin, ly tam 8000 vong/phut
trong 1 phut, bé dich. Rra hén hgp DNA Véi
500 ul Buffer AW1, ly tam 8000 vong / phut
trong 1 phdt va 500ul Buffer AW2, ly tam &
toc dé 14.000 vong/phut trong 3 phut, thu
nhan DNA. Tinh sach DNA trong 200ul
Buffer AE, U & nhiét d6 phong trong 1 phut,
ly tam 8000 vong/phut trong 1 phut, bao
quan & 4°C hoac -20°C.

Nhén dién RASSF1IA va pl6 bang
phuong phap PCR: Cho 25uL cho mot phan
itng PCR bao gom 12,5uL HotStarTaq
Master Mix (Qiagen), 40 ng mau DNA va
0,2umol/L cla cap mbéi ple - pl6INK4AA
(CDKN2A) Human gPCR Primer Pair
(NM_058195):

5-CTCGTGCTGATGCTACTGAGGA-3’;
5'-GGTCGGCGCAGTTGGGCTCC-3’ va

RASSF1A: 5'-
CAACCCCAAACCACAACCATAA-3".

5'-GTGTTAACGCGTTGCGTATC-3’".

Chu trinh nhiét cé 35 chu ky bao gom
budc bién tinh ban dau & 95°C trong 5
phut, 95°C trong 45 giay, 56°C trong 45
giay, 72°C trong 60 giay va 72°C trong 10
phut, véi ching am Ila nudc va ching
duong la p1l6 va RASSF1A. Tién hanh dién
di cidc san pham PCR trén gel agarose
2,5% c6 b6 sung ethidium bromide. Sau khi
dién di, 1ay gel da chay dién di cho vao
may doc gel Dolphin - View. Luu anh két
qud vao USB.

Bién tinh DNA cua té bao gan: DNA dugc
U véi 1,2ml véi dung dich natri bisulfit 3,1M;
hydroquinone 0,5mM, pH 5,0, & 50°C trong
40 gio trong dau khoang, sau dé U G 4°C
trong dung dich chda natri axetat
5mM/hydroquinone 0,5mM (pH 5,2), natri
axetat 0,5mM (pH 5,2), nudc khir ion, dé€ loai
bé bisulfit khéng phan (ng. Hén hop dugc
lam khé trong chan khong va tiép tuc U trong
100ul cua dung dich Tris HCI 10mM, EDTA
0,1mM, pH 7,5. NaOH 0,3M va amoni axetat
3M, pH 7 lan luot dugc thém vao & nhiét do
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phong, G trong 10 phat. K&t tia DNA - bisulfit
dugc bao quan trong dung dich chlra 100 g
Tris HCI 10mM, 0,1mM EDTA, pH 7,5 & -20°C.

Phan tich locus methyl hdéa bang xét
nghiém PCR: Téng thé tich cho moi phan
ang PCR la 25 pL bao gébm 12,5 uL
HotStarTaq Master Mix (Qiagen), 40 ng
mau DNA dugc xi ly bang bisulfit va 0,2
umol/L clia cap moi :

5'-
CTCCGAATTCATCAACAATAAACCAACCA-3

5'-ATAATACTGCAGTTAAITTAFGATTA-
3.

Chu trinh nhiét cé 40 chu ky bao gom
budc bién tinh ban dau & 95°C trong 10
phat, 95°C trong 45 giay, 60°C trong 45
giay, 72°C trong 60 giay va 72°C trong 10
phuat. Sau khi khuéch dai PCR, 10 pL san
pham khuéch dai dugc xur ly véi enzym gidi
han dé xac dinh mic do metyl hda tai moi
vi tri. Ti€n hanh dién di cac san pham PCR
trén gel agarose 2,5% c6 b6 sung ethidium
bromide. M6i xét nghiém déu thuc hién
song song v6éi mOt mau DNA déi ching
duong da dugc x& ly bang CpG methylase
va dbi chiing am bao gébm DNA cla té bao
lympho hoac nguyén bao sgi. Sau khi dién
di va lay gel da chay dién di cho vao may
doc gel Dolphin - View. Luu anh két qua
vao USB.

2.2. Phéan tich théng ké

Tat cad cac phan tich théng ké da dugc
thuc hién bang phan mém SPSS. Khoang
tin cay (Cl) dugc tinh todn & mic 95%. Mot
mat, cac nhém dugc so sanh bang kiém

dinh y2-test, 8 mat khac khi so sanh ty |é
ta dung Z-test. Cac gia tri p<0,05 dugc coi
la c6 y nghia théng ké.
3. Két qua va ban luan

3.1. Pé tuédi va gioéi tinh anh huéng
dén bénh nhdn ung thu biéu mé té
bao gan

Ty |Ié ung thu gan & cac nudéc dang
phat trién ngay cang tré hda do qua trinh
sinh hoat, méi truong séng ngay cang 0
nhiém hay an nhiéu loai thuc phdm chia
nhiéu doc to. Pac biét, vai 16i séng sinh
hoat cla giéi tré hién nay it van dong,
rugu bia nhiéu hay la thuong xuyén an
nhirng thic an nhanh la mo6t trong nhiing
nguyén nhan gay tré hda ung thu. Tu két
qua & Bang 1, cho thay ty 1& bénh nhan
ung thu gan chu yéu tir 50 - 70 tudi, trong
do6 do tudi tr 60 - 70 chiém ty 1é cao nhat
42% (p<0,05). O gi6i tinh nam ty & méac
bénh cao hon so vé&i nit (nam: 74%, ni:
26%, p<0,05). O nam gidi ty 1& mac bénh
ung thu gan cao nhat ¢ d6 tudi 50 - 60
tudi (72,22%) va & nir mac bénh cao nhat
G do tubi 60 - 70 (38,1%). S6 nguoi hat
thuéc & bénh HCC chiém ty Ié tir 42,85 -
100% tuy theo do tudi. Trong khi dé, ty |é
nguoi udng rugu & bénh HCC tuong doi
thap (16,67 - 19,05%) va chu yéu tap
trung & do tudi tir 50 - 70. Ty Ié& bénh
nhan ung thu gan duong tinh véi HbsAg
chiém tur 55,56 - 100% va tap trung 6 40 -
70 tudi, Trong khi do, ty |é duong tinh véi
anti HCV thap (28,57 - 33,33%) va tap
trung & d6 tudi tir 50 - 70 tudi.

Bang 1. Tinh trang bénh nhan ung thu biéu mé té bao gan

Tong Pgnh Bénh nhan Bénh ~nhan Ung thu gan
nhan nam na
Po " . o Ty lé Ty lé 5 1 Ty lé
tuoi |33n Ty 1€ I:c(;n Ty 1é Ijgn Ty 1¢ hut udng H-I-I:E,s:-\(-e Anti
N | (%) : (%) : (%) | thuéc | ruou o) 91 Hcv
9 9 9 (%) (%) ° (%)
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Theo nghién clru cta Cyriac A Philips va
cong su, ung thu gan la loai ung thu phé
bién & nam gigi. Nam 2018, Phap va Malta
cong bo ty Ié mac ung thu gan & nam gidi
(72%) cao hon 4 lan & n(r giGi [10]. Hiép hoi
ung thu Hoa Ky cling céng bo ty |é nam/n(r
ung thu gan nam 2021 la 227/110 va do
tudi cling la mot yéu t6 anh hudng dén
bénh ung thu gan. Tai My, 6 do tudi 46-81
bénh nhan ung thu gan chiém ty 1é 64,2%
con & Trung Quéc tubi trung binh mac
bénh ung thu gan la 54 tudi [9]. T d6 cho
thay, tuy thudc vao ching toc, khu vuc va
diéu kién sinh s6ng ma dd tudi mac bénh

.I. -

RAS5F1A

ple

ung thu té bao gan sé khac nhau, day ciing
la mét di€m can luu y vé dich té.

3.2. Anh huéng cuia pl6 va
RASSF1A methyl héa 6 bénh nhan ung
thu biéu mé té bao gan

Gen Uc ché khoi u pl16 la mot chat Gc
ché céac kinase 4 va 6 phu thudc vao cyclin,
lién két cyclin D1 va phosphorylate Rb bi
thay d6i thuong xuyén & cac khéi u & nguoi
I6n bao gom cd HCC. Gan day, cling cé
nhiéu chirng minh RASSF1A la gen Uc ché
khoi u dich déi véi bénh ung thu & nguoai
[11]. Trong nghién clu nay, chidng t6i da
khao sat vai tro cla viéc bat hoat RASSF1A
va pl6 trong su phéat trién ctia HCC.

1234567891011 M

93bp

145bp

Hinh 1. Két qua dién di nhan dién p16 va RASSF1A

Qua trinh  RASSF1A va plé methyl
hdéa xuat hién & mau modé HCC va & md
thuong khac nhau, ty 1& & biéu hién & mo6
HCC cao hon mé thuong. Trong 44 mau
chlra gen pl6 thi qua trinh methyl héa xay
ra 8 mé binh HCC cao hon mé binh thutng
(63,64% > 36,36%). Trong cac mau chia
gen RASSF1A ty |é methyl héa & m6 HCC la
60,35%, trong khi d6 & moé thuong la

39,65% (Bang 1, Hinh 1). K&t qua nghién
clu cua chdng toéi tuong ty nhu Zhang va
cong su [2]. Ngoai ra, qua trinh RASSF1A
methyl & hai gigi nam va n{r khéng cé su
khac nhau dang ké (nam: 12/23 trudng hgp,
n: 11/23 truong hgp). Trong khi do, pl6é
methyl héa & nam cao gap 4,3 lan so véi nit
(nam: 81,25%, nir: 18,75%), két qua thé
hién & Hinh 2.
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Bang 3. Tan suat xuat hién cua p16 va RASSF1A methyl héa

. Tc”ir:g s6 Bénh nhan Bénh _rl’hén Aun? o .
Doi bénh chia locus thu biéu mo té boi chung OR (95% CI)
tuong nhan bao gan
khao sat n % n % n %
pl6 100 44 44 16 63,64 28 36,36 | 2,7 (0,6 -4,7)
RASSF1A 100 58 58 23 60,35 35 39,65 | 3,2 (1,8-4,6)

Gen RASSF1A diéu chinh sy tang sinh
té bao va qua trinh apoptosis, dugc tim
thay trong cdc mé binh thuong va cé s6
lugng it trong té bao ung thu [10]. Cac
locus lién két véi cac doan moi dac hiéu,
cdc sdn pham PCR dugc nhan dién bai
ethium bromide véi kich thudc la 93bp doi
v3i RASSF1A va 145bp do6i véip16. Gen pl6
rat quan trong dén qua trinh phat trién cua
nhiéu bénh ung thu, nén nhiing thay déi di
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Hinh A

truyén p16 cé lién quan dén su hinh thanh
khoi u. Vai tro chinh cGa p16 nhu mét gen
(c ché khoi u chu yéu va qué trinh methyl
héa promoter pl6 da dugc xac dinh la co
ché& chinh bat hoat p1l6 trong nhiéu bénh
ung thu nguyén phat [12]. Cac nghién cGu
trudc day cling da chiirng minh rang p16 cé
thé bi bat hoat bdi cdc co ché khac nhau
trong HCC, qua trinh hypermetyk héa xay
ra vGi tan sé 42 - 73 [12].
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Bénh nhdn ung thur bidu
md 12 bdo gan

mpls mRASSFLA

Hinh B

Hinh 2. Anh hudng cla gidi tinh dén p16 va RASSF1A methyl héa

RASSF1A mRNA bj thi€u trong hau hét
cac dong té bao ung thu phdi, do sy methy!
héa vung promoter gid dinh RASSF1A. Su
bi€u hién RASSF1A ngan chan su hinh
thanh khéi u @ chudt va ngan chan kiéu
hinh kho6i u &c tinh. Gan day, RASSF1A
cling dugc chiing minh bi bat hoat bdi su
tang methyl héa promoter trong mét ty 1é
dang k€& cla ung thu vong hong, than, da
day, bang quang va ung thu bi€éu mé ac
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tinh Hypermethylation cla ddo CpG thudc
ho mién lién két Ras 1A (RASSF1A), mot
gen Gc ché khoi u gid dinh tir locus 3p21.3,
xay ra trong mot ty Ié Ién céc trudng hop
ung thu va & nguoi [11]. Nhiing két quad
nay cho thdy RASSF1A cé thé la moét gen
ac ché khéi u quan trong va qud trinh
methyl héa RASSF la mo6t yéu t6 quan
trong d6i v6i sy hinh thanh khoi u. Trong
nghién cu nay, ching téi nhan thay tan
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suat cha clha qua trinh bat hoat RASSF1A RASSF1A va p16 dugc su methyl hda trong
lién quan dén qua trinh methyl héa trong cdc mdé gan binh thudng vé mat bénh ly va
HCC, cu thé trong 100 mau th& nghiém c6 1am sang, trong dé kha nang metyl hoa ti &
58 mau cdé RASSF1A (59,65% bénh nhan thuédn véi do tubi véi gid tri r nam trong
HCC va 39,65% & ngusi binh thuong). khodng tir 0,5 dén 0,44; gia tri p dao dong tu
Nhirng két qud nay cho thay su bat hoat 0,54 dén 0,28 (Hinh 2). Ngoai ra, miac doé
cla RASSF1A la nguyén nhan goép phan methyl hdéa cla RASSF1A va p16 3 bénh nhan
vao sy tién trién ung thu ac tinh cta HCC. tir 65 tudi trd 1én cao hon so véi nhitng ngudi
dudi 65 tudi trong cdc mau gan binh thuong.
Nhu vay, qua trinh methyl héa cac gen Uc
ché khoi u dugc cho la nguyén nhan gay ra
su phat trién cdia ung thu gan ciing dién ra
trong gan binh thudng 6 nguai 16n tudi.

3.3. Anh huéng cta dé tudi va gioi
tinh dén qua trinh methyl héa trong
gan binh thuong

Wi il 5 il i H I 1N ] 1 ] il 1] ]

Hinh 3. Tuong quan gilta do tudi va mat d6 methyl héa & locus RASSF1A, pl16 trong gan

Xét vé gidi tinh (Hinh 4), khd nang methyl héa ctia RASSF1A & n{r giGi (17/35 truong
hop) va nam gidi (18/35 trudng hop) cé chénh léch nhung khong dang ké. Dac biét & pl6,
khd nang methyl héa & nit gi6i (10/28 truong hop) thap hon ¢ nam gigi (18/28 trudng
hop).
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Hinh 4. Tuong quan gi(ta giéi tinh va mat dé6 methyl héa & locus RASSF1A, p16 trong gan

Céac thir nghiém phan tich dinh lugng cla Snorri va cdng su cho rang qua trinh methyl
hdéa mét céc locus RASSF1A va pl6 dién ra trong gan & ngudi 16n tudi, cdc md gan khéng
ung thu cla bénh nhan ung thu gan va cac té bao gan ung thu va phat trién lién tuc,
tham gia vao su phat trién cta ung thu gan. Ngoai ra, su hién dién cla virus viém gan,
dac biét la viém gan C, thic ddy qua trinh methyl héa hoat hda té bao ung thu gan [13].
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3.4. Tinh trang methyl héa giita ung thu gan véi HBV, anti HCV va mau 4m

tinh voi virus

Su phan bé mat do methyl héa (Hinh 3) cla locus RASSF1A va p16 trong ung thu gan
dugc phan loai gbm cdc mau cé chlra HCV, HBV va am tinh véi HCV, HBV. Mb&i méat d6

dugc bi€u thi dudi dang Z-score VGi

cac do thi

bi€u thi sy phan bé cula

RASSF1A va p16 methyl héa trong mau chlra HCV cao hon so véi mau chiing am [ANOVA; F

(2,522) = 4,34, p=0,0134].
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Hinh 4. Mat d6 methyl hda gitra ung thu gan véi, HBV, HCV va mau am tinh véi virus

Theo Jicai Z va cOng su, mic d6 methyl
héa cao hon trong cac mdé gan ung thu
tuong Ung so vaéi md binh thuong [14]. Dac
biét, & cdc md thudng xay ra tinh trang
nhiém virus cling dién ra su methyl hda
dong thai nhiéu gen. Vi HCV la nguyén
nhan phé bién cta bénh gan man tinh va
ung thu gan trén toan thé gidi, cé thé day
nhanh qua trinh methyl héa hinh thanh
ung thu gan. So sanh muic d6 methyl héa
gita gan binh thuong va gan ung thu da
ching minh rang su methyl héa cao hon
cac trudng hgp duong tinh véi HCV, nhung
lai thdp hon cac truong hop bénh nhan
duong tinh véi HBV va am tinh vdi virus.
Zhong va cOng sy ching minh quéa trinh
methyl hdéa bat thuong cla promoter gen
RASSF1A cé trong 95% cac mé HCC; cac
tdc gid dua ra gid thuyét rang su thay déi
trong bi€u hién gen RASSF1A la mot su
kién sém trong qua trinh hinh thanh khoi u
HCC do virus viém gan B gay ra [11].

5. Két luan
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Qua trinh methyl héa gen RASSF1A va
plé c6 moi lién hé mat thiét dén bénh
nhan ung thu gan dac biét & bénh nhan
trén 65 tudi dién ra nhiéu hon va tuy thudc
vao do tudi va gidi tinh.
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