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1. LOT CAM DOAN

T6i xin cam doan day 1a cdng trinh nghién ctu cua riéng ti. Cac sb
liéu, két qua néu trong luan &n 1 trung thuc va chua tirng dugc cong bd trong
bat ky cong trinh nghién cau nao khac.

TAC GIA LUAN AN

NCS. Nguyén Minh Phic



Lot cam on

Véi tat ca sw chan thanh va su kinh trong, toi xin chan thanh cam on:

bang 1y, Ban Gidm doc Hoc vién Quan y.

Phong Dao tao Sau dai hoc - Hoc vién Quan y.

Ban chu nhiém ciing céc thdy, c¢d va can bg, vién chizc Bg mon Ngi Tiéu hoa,
phong chdn dodn Sinh hoc phan tiz - bé mon Sinh hoc va Di truyén Y hoc - Hoc vién
Quany.

Ban Giam doc, Phong Ké hoach tong hep, Trung tdm phdu thudt Tiéu hoa,
khoa Gidi phau bénh - Bénh vién Quan y 103.

P tao moi diéu kién thudn lei cho t6i trong suét thoi gian hoc tdp.

bac biét, t6i xin bay té 10ng biét on sdu sdc dén PGS.TS Nguyén Thay Vinh,
PGS.TS Trdn Van Khoa da tdn tam, tdn tinh, tryc tiép huéng dan va diu dat toi
trong sust qua trinh hoc tdp, nghién cizu va hoan thanh lugn an.

Toi xin bay té 10ng biét on sau sdc dén Pang iy, Ban Giam hiéu, B¢ mén Ngi
Trieong Pai hoc Y Duge Thdi Binh dé tao moi diéu kién d@é toi hoan thanh lugn an.

Xin cdam on toan thé cac bénh nhan trong nghién cizu da hop tdc va giip dé
toi trong qua trinh thyc hién nghién cuzu.

Cudi cuing, toi chan thanh ghi nhé tinh cdm yéu thuwong nhat cia bé me hai
bén, vor va hai con, cac em va nhieng ban hivu da luén sat canh dong vién va giup do
t6i trong sust thoi gian hoc tdp, nghién cizu va hoan thanh lugn an.

Xin guri dén tat ca moi ngwoi 10ng biét on cua toi!

Tac gid lugn an

Nguyén Minh Phuc
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DANH MUC CAC CHU, KY HIEU VIET TAT TRONG LUAN AN

TT  Phan viét tit Phan viét day di
1 ADN Acide Desoxyribonucleic
2 AJCC American Joint Committee on Cancer

(Uy ban Hop nhit Hoa Ky vé Ung thu)
3 APC Adenomatous polyposis of the colon
4 ASIR Age Standardised Insidence Rate

(Ty Ié mac bénh chuan hoa theo tuoi)
5 ASMR Age Standardised Mortality Rate

(Ty Ié tar vong chuan hda theo tudi)
6 BMI Body Mass Index

(Chi s6 khéi co thé)

7 BMP-2 Bone Morphogenetic protein 2
8 Bp Base pair
9 BRCA1l Breast cancer type 1 susceptibility

(gen nhay cam véi ung thu vi)

10 BS Bisulfit

11 CACNA2D3 Calcium Voltage-Gated Channel Auxiiary
Subunit Alpha2 delta3

12 CagA Cytotoxin Associated gene A

(Yéu tb gay doc té bao)

13 CDH1 Cadherin 1
14 CDX2 Caudal Type Homebox2
15 Cli Confidence Interval (Khoang tin cay)

16 COX-2 Cyclooxygenase-2 gene


https://en.wikipedia.org/wiki/American_Joint_Committee_on_Cancer

TT  Phan viét tit Phan viét day da
17 CRDI/FZ Cysteine Rich Domain/Frizzled Domain
18 CS Cong su
19 CTNNB1 Catenin beta 1
20 DAPK1 Death-associated prorein kinase 1
21 DNMT DNA methylatransferase
22 DSR D1 san ruot
23 EBV Epstein - Barr Virus
24 FDA Food and Drug Administration
(Hiép hoi thuc pham va thudc Hoa Ky)
25 GSTP1 Glutathione S-transferase pi 1
26 HDGC Hereditary Diffuse Gastric Cancer
(Ung thu da day lan toa di truyén)
27 H&E Hematoxylin va Eosin
28 HR Hazard Ratio (Chi s6 nguy co)
29 IARC International Agency for Research on Cancer
(T6 chte nghién ctru ung thu Qudc té)
30 IGFBP7 Insulin like growth factor binding protein 7
31 IGF Insulin like Growth Factor
(Yéu tb tang truong giéng Insulin)
32 IL Interleukin
33 JGCA Japanese Gastric Cancer Association
(Hiép hoi ung thu da day Nhat Ban)
34 LDL -Cholesterol ~ Low Density Lipoprotein cholesterol

(Cholesterol ty trong thap)



TT  Phan viét tit Phan viét day da

35 LMP2A Latent Membrane protein2A

36 LRP-5 Low Density Lipoprotein Receptoe Related
Protein 5

37 LRP-6 Low Density Lipoprotein Receptor Related
Protein 6

38 LS Lam sang

39 MeCP-1 Methyl cytosine binding protein 1

40 MeCP-2 Methyl cytosine binding protein 2

41 MGMT O-6-methylguanine-DNA methyltransferase

42 MLH1 MulL homolog 1

43 MSP Methylation Specific PCR
(PCR dac hiéu methyl)

44 MSI Microsatellite Instabiliti
(B4t on trinh tu vi vé tinh)

45 OR Odds ratio (Ty suét chénh)

46 PKC Protein Kinase C

47 PTEN Phosphatase and tensin homologue

48 RAR S Retinoic acid recepror S

49 RASSF1A Ras association domain family 1A

50 RNA Ribonucleic acid

51 RNF180 Ring Finger Proteins 180

52 RR Relative Risk (Chi s6 nguy co)

53 RUNX3 Runt-Related Transcription Factor 3

54 SHP-2 SH2 domain-containing tyrosine phosphatase 2



TT  Phan viét tit Phan viét day da
55 SFRP2 Secreted Frizzled Related protein 2
56 SL S6 luong
57 TCF/LEF T-cell Factory/Lymphoid Enhancer Factor
58 TET Ten-eleven  Translocation  methylcytosine
dioxygenase
59 TIMP3 Tissue Inhibitor of Metalloproteinase 3
60 TP53 Tumor Protein p53
61 UTBMDD Ung thu biéu mo da day
62 UTBMT Ung thu biéu mo tuyén
63 UTDD Ung thu da day.
64 VacA Vacuolating Cytotoxin
(Doc td tao khong bao)
65 VDDMT Viém da day man tinh.
66 WHO World Health Organization
(T6 chuc Y té Thé gi6i)
67 Wnt Wingless integrated
68 5-mC 5-methylcytocine
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PAT VAN PE

Ung thu da day, trong d6 ung thu biéu mé da day chiém ty 1¢ 85-90%, la
bénh 4c tinh thuong gip ¢ nudc ta va nhiéu nudc trén thé gidi. Theo s licu
ciia T6 chirc nghién ctru ung thu Qudc té cong bd trén GLOBOCAN nim
2018, ung thu da day dugc xép 1a loai ung thu phd bién thit nam trén thé gidi
va thir ba ¢ Viét Nam [1].

Tién luong cua bénh nhan ung thu da day phu thudc vao giai doan bénh
khi chan doan. Néu duoc chan doan & giai doan som, bénh nhan ung thu da day
c6 tién luong tot hon, voi ty 18 sdng sau 5 nim 1én dén 90%, trong khi chan
doan ¢ giai doan tién trién thi ty 1& séng sau 5 nam chi khoang 60% hodc thap
hon [2]. Theo Rawla P. (2019), ty 1¢ séng sau 5 nim ciia bénh nhan ung thu
da day phau thuat & giai doan IA, 1B 1a 94% va 88%, con & giai doan IIIC chi
1a 18% [3]. Hién nay, mic du da c6 nhiéu tién bo trong chan doan nhung ty 18
phat hién ung thu da day sém ¢ nhiéu qudc gia van con rat thap, khoang 10-
30% cho nén tién luong cua bénh nhin ung thu da day van xau [4], [5], [6].
Nho trién khai chuong trinh kham sang loc ung thu da day bang noi soi, sinh
thiét niém mac da day dinh ky 6 thang/lan cho ngudi trén 45 tudi, ty 16 chan
doan ung thu da day sém ¢ Nhat Ban da ting 1én rat cao, trén 90% [7]. Tuy
vay, sir dung noi soi va sinh thiét trong khdm sang loc ung thu da day ciing ¢
nhiéu han ché khi trién khai tai cong ddng do ndi soi 1 phuong phap chan
doan xam lan. Do d6, viéc tim ra nhing chi ddu sinh hoc giup chan doan ung
thu da day khong xam lan 1a rat can thiét trong giai doan hién tai va tuong lai.

Bién d6i di truyén ngoai gen 1a nhing thay ddi biéu hién gen khong lién
quan véi thay doi trinh ty nucleotid trong gen, bao gém bién dbi histone va
methyl héa ADN [8]. Methyl hoa ADN duoc cho la nguyén nhan chinh lam
giam hodc mat biéu hién gen. Khi cac gen trc ché khdi u bi giam hodc mat

biéu hién s& tao diéu kién cho khdi u hinh thanh va phat trién, do d6 methyl



héa ADN giir vai trd quan trong trong qué trinh hinh thanh va phat trién ung
thu [9]. Methyl héa ving promoter ctia gen dan dén thay doi biéu hién gen
dugc tim thdy & hau hét cac loai ung thu, bao gdm ca ung thu da day [10].

SFRP2 va RNF180 1a nhitng gen ma hda protein c6 chic nang wc ché
khéi u, duoc xac dinh c6 mdi lién quan véi nhiéu loai ung thu, trong d6 co
ung thu da day [11], [12]. Nhiéu nghién ctru d ghi nhén tinh trang ting
methyl hda gen SFRP2, RNF180 trong mau mé va/hoic miu huyét thanh cia
bénh nhan ung thu biéu moé da day va chi ra méi lién hé co6 y nghia giira
methyl hoa gen SFRP2, RNF180 vdi giai doan ung thu da day [13], [14], [15],
[16]. Theo Cheung K. F. va cong su (2012), Zhang X. va cong su (2014),
methyl hda gen SFRP2,RNF180 c6 thé 1a chi dau sinh hoc ¢ mirc d6 phan tir
trong danh gia nguy co va tién lugng ung thu da day [15], [16].

O Viét Nam, mic du da co nghién ctru vé tinh trang methyl hoéa mot s6
gen trong ung thu phoi, vi, dai trang, tién liét tuyén nhung chua c6 nghién
ctru vé tinh trang methyl hoa gen SFRP2, RNF180 trong ung thu biéu mé da
day, cho nén chung toi tién hanh dé tai:

"Nghién citu moi lién quan giira t I¢ methyl hda gen SFRP2, RNF180
véi lim sang, mé bénh hoc & bénh nhén ung thw biéu mé da day".

Vi hal muc tiéu sau:

1. Khéo sat dic diém 1am sang, ndi soi, md bénh hoc va ty 1& methyl hoa
gen SFRP2, RNF180 ¢ bénh nhan ung thu biéu mé da day.

2. Panh gia mdi lién quan gitra ty 1¢ methyl hda gen SFRP2, RNF180 véi

1am sang, noi soi va mod bénh hoc & bénh nhan ung thu biéu mé da day.



CHUONG 1
TONG QUAN TAI LIEU

1.1. Dich t&, c4c yéu t6 nguy co ung thw da day
1.1.1. Dich té ung thw da day

Theo s6 liéu cia T6 chic nghién ciu ung thu Qudc té (IARC), nim 2018
trén thé giéi ¢ 1.033.701 ca mac mai va 782.685 ca tir vong do ung thur biéu md
da day (UTBMDD), do 6 UTBMDD Ia loai ung thu pho bién tht 5 sau ung thu
phdi, va, dai trang va tién liét tuyén. G Viét Nam, voi 17.527 ca mic méi,
UTBMDD la loai ung thu pho bién thtr 3 sau ung thu gan va ung thu phoi [1].

Khoang 50% s6 ca UTBMDD gip ¢ Pong A va trén 70% gip ¢ cac
nudc dang phat trién [17]. Panh gia nguy co UTBMDD cua quéc gia hoac khu
vuc trén thé gisi dya vao ty 1é mac bénh chuan hoa theo tudi (ASIR) cua quoc
gia hay khu vuc d6. Nguy co cao khi ASIR >20/100.000 nguoi, nguy co trung
binh 1 10-20/100.000 ngudi va nguy co thap khi ASIR <10/100.000 ngudi.

Theo s6 liéu cia IARC nam 2018, khu vuc Pong A c6 nguy co mac
UTBMDD cao nhét thé gioi, voi ASIR & nam gii 1a 35,4/100.000 ngudi va
khu vuc Tay Phi ¢6 nguy co mac UTBMDD thap nhat véi ASIR & nam gidi la
3,3/100.000 nguoi [18]. Do Viét Nam nim & khu vuc Dong Nam A cho nén
ty 16 mac bénh chuan hoéa theo tudi caa UTBMDD ciing khé cao. Nghién ctu
cia Phan Vin Cuong va CS (2017) thdy ASIR chung cta nudc ta la
17/100.000 nguoi, véi ty sudt mac UTBMDD ¢ nam cao hon nit, twong tng
13 21,7/100.000 ngudi va 11,2/100.000 ngudi [19].

UTBMDD thudng gap & nam nhiéu hon nit, véi ty 1é nam/nix vao khoang
2-3/1 [19]. UTBMDD it gap & tudi trude 40, ty 1é tang 1én cling véi tudi va dat
dinh ¢ ltra tudi 60-70 [20], [21], [22].

Cung voi nhing tién bo trong tiét trir H.pylori, trong chan doan va diéu

tri, ty 1 tir vong do UTBMDD ciing da giam. Két qua nghién ciu & My cua



Wingo P. A. va CS cho thiy, sau 50 nam, ty 1 tir vong chuan hoa theo tudi
(ASMR) & nam gioi da giam tir 24,6/100.000 ngudi xudng con 2,9/100.000
ngudi VA & Nit gisi tir 14,5/100.000 ngudi xudng con 2,2/100.000 ngudi [23].
Theo vi tri khdi u, ung thu biéu md da day duoc chia thanh UTBMDD tam

vi va UTBMDD khong thugc tam vi. Trong d6, UTBMDD khéng thugc tam
vi ¢0 lién quan véi nhiém H.pylori va UTBMDD tam vi ¢6 lién quan véi béo
phi, bénh trao nguoc thuc quan [24].
1.1.2. Cdc yéu té nguy co ung thw da day
< Nhiém H. pylori

Niam 1982, Marshal B. J. vd Warren J. R. lan dau tién phat hién ra méi
lién quan gitta H.pylori véi viém da day man tinh (VDDMT), nam 1994
IARC xép H.pylori vao nhém | cac yéu t6 nguy co ung thu da day [7], [25].
Nghién ctu gan ddy caa Cheung K. S. va CS (2018) thay ty 1& nhiém H.pylori
trén thé gisi dao dong trong khoang 19-88% [26]. Trong d6, cac nudc nghéo,
muc séng xa hoi thap thuong cé ty 1é nhiém H.pylori cao hon cac nudc co
phat trién. Theo Hooi J. K. Y. va CS (2017), ty I&¢ nhiém H.pylori & Nigeria la
87,7%, & An Do 12 63,5%, ¢ Viét Nam 1a 70,3%, & Pan Mach 1a 22,1% [27].

M&i lién quan gitra H.pylori véi UTBMDD da duoc chi ra trong nhiéu
nghién cau. Sau ba nim theo ddi nhitng bénh nhan UTBMDD sém diéu tri
biang cat hot niém mac da day va tiét trir H.pylori khong ngau nhién, Uemura
N. va CS (1997) khdng thay truong hop nao duoc tiét trir H.Pylori phét trién
UTBMDD, trong khi c6 9% s truong hop khéng tiét trir H.pylori phét trién
UTBMDD [28]. Nam 2001, sau khi phan tich 12 nghién cttu bénh-chung,
nhom hop tac nghién ctru Helicobacter va ung thu (Helicobacter and Cancer
Collaborative Group-HCCG) di xac dinh H.pylori 1a yéu té nguy co cua
UTBMDD khéng tam vi (OR = 2,97 95% CI 2,34-3,77) va khong c6 mdi lién
quan véi UTBMDD tam vi (OR= 0,99 95% CI 0,72-1,35) [29]. Nghién cau
cua Leung W. K. va CS (2004) thay ty 1& di san rudt (DSR) & ngudi trén 45



tudi nhidm H.pylori cao gap hai lan ngudi dudi 45 tudi véi OR=2,13 (95% CI
1,41-3,24) [30]. Tiét trir H.pylori c6 thé ngin ngtra su tién trién caa cac ton
thuong tién ung thu do d6 1am giam ty 16 UTBMDD. Két qua nghién ctu cua
Rokkas T. va CS (2007) cho thay, tiét trir H.pylori 1am giam co6 ¥ nghia ty 1&
viém teo niém mac da day nhung khéng lam giam ty 1€ DSR [31]. Nghién ctru
cua Lee Y. C. va CS (2013) di chi ra rang, tiét trir H.pylori 1am giam dang ké
ty 1€ viém teo niém mac da day (OR=77,2% 95% CI 72,3%-81,2%) nhung
khéng lam giam ty 1€ DSR [32]. Theo Cheung K. S. va CS (2018), H.pylori
c6 lién quan vai 89% s6 UTBMDD khéng tam vi [26]. Theo Uno Y. (2019),
tiét trir H.pylori ¢6 thé 1am giam 30% s6 UTBMDD & nguoi trén 50 tudi [33].

Nghién ctu caa Brenner H. va CS (2000) nham xac dinh mdi lién quan
gitra yéu to tién st gia dinh, nhiém H.pylori v6i UTBMDD d4 chi ra rang,
mac di c6 méi lién quan chat ché gitra nhiém H.pylori va tién st gia dinh c6
nguoi UTBMDD véi UTBMDD nhung hai yéu té nay doc lap véi nhau.
Nguy co UTBMDD ting Ién & nguoi nhiém H.pylori chung cagA* va gia dinh
c6 nguoi UTBMDD so véi ngudi nhiém H.pylori va gia dinh khong c6 nguoi
UTBMDD véi OR=8,2 (95% CI 2,2-30,4) cho UTBMDD va OR=16 (95% ClI
3,9-66,4) cho UTBMDD khoéng thuoc tdm vi. Nhu vay, nguy co UTBMDD
tang 1o khi két hop gitra nhidm H.pylori va gia dinh ¢6 ngudi UTBMDD [34].
% Viém da day mgn tinh

Khéng giéng nhu cac ung thu biéu md khac, UTBMDD khdng xuat hién
ngay tir té bao binh thuong ma 1a mot qua trinh phat trién tir tir, thuong trén
mot niém mac viém man tinh [20]. Theo Correa P. va CS (2012), qua trinh
phat sinh UTBMDD trai qua nhiéu budc, bat dau tir VDDMT kéo dai sé& dan
dén viém teo niém mac da day, tiép theo la cac bién doi di san, bién ddi loan
san va cudi cung 1a ung thu [35]. Spence A. D. va CS (2017) tién hanh phan
tich tong hop nhiéu nghién cau bénh-chang thay ty 18 viém teo niém mac da
day tién trién ¢én UTBMDD dao dong tir 0,53-15,24/1000 nguoi trong mot



nam, ty 1& DSR tién trién dén UTBMDD dao dong tir 0,38-17,08/1000 nguoi
trong mot nam [36].
< Ché dé an, 16i song

Mudi duoc cho 13 yéu té nguy co cia UTBMDD tir nam 1959 [37].
Nghién ctu cia D’Elia L. va CS (2012) da ghi nhan ca mac hap thu mudi
“ca0” va “trung binh cao” déu lam ting nguy co UTBMDD so vé&i mac hap thu
mubi “thap” véi RR tuong ung 1a 1,68 (95% CI 1,17-2,41) va 1,41 (95% ClI
1,03-1,93) [38]. Sau khi phan tich tong hop nham danh gia nguy co UTBMDD
& nhitng ngudi dn dua mudi, Ren J. S. va CS (2012) thay nguy co UTBMDD
tang 1én & nhitng nguoi an nhiéu dua mudi so v4i ngudi khong an hodc an rat
it, voi OR=1,52 (95% CI 1,37-1,68) trong nghién ctu tong thé; OR=1,56 (95%
Cl 1,39-1,75) trong nghién ciu bénh chiung va RR=1,32 (95% CI 1,10-1,59)
trong nghién ctru thuan tap [39].

Rau xanh va hoa qua tuoi ¢ thé ngan ngira UTBMDD. Theo Lunet N.
va CS (2005), an rau xanh, hoa qua tuoi lam giam c¢6 y nghia UTBMDD véi
RR tuong ung 1 0,88 (95% CI 0,69-1,13) va 0,82 (95% CI 0,73-0,93) [40].
Bertuccio P. va CS (2013) sau khi phan tich cac nghién cau vé méi lién quan
gitra ché d6 an lanh manh (nhiéu hoa qua twoi, rau xanh) va ché do an khong
lanh manh (nhiéu thit, chat béo va tinh bot) véi UTBMDD di chi ra rang,
nguy co UTBMDD & nhom an ché d6 khéng lanh manh cao gap hai 1an nhém
an ché d6 1anh manh véi RR=1,70 (95% CI 1,11-2,59) v RR=0,77 (95% Cl
0,55-1,07) twong tng [41].

Tra xanh c6 thé ngin ngira UTBMDD. Sasazuki S. va CS (2012) phan
tich s liéu tir 8 nghién cau thuan tap va 3 nghién ciu bénh-ching thay nguy
co UTBMDD giam xuéng & nhém nit uéng >5 tach tra xanh/ngay (HR=0,79
95% CI 0,65-0,96) nhung khong thay mdi lién hé nay ¢ nam giai [42].

Ht thudce 14 ¢6 méi lién quan voi UTBMDD. Sau khi phan tich sé liéu
tir 23 nghién ctu dich t&, Praud D. va CS (2018) thay nguy co UTBMDD ting



1&n ¢ ngudi hat thude 14 véi OR=1,20 (95% CI 1,09-1,32) va ting cao hon &
ngudi hit trén 20 diéu/ngay véi OR=1,32 (95% CI 1,10-1,58) [43].

Nghién ctu cia Ma K. va CS (2017) thay nguy co UTBMDD ting 1én 1
rét & ngudi uéng khoang 30 gam alcohol/ngay véi OR=1,39 95% (CI 1,20-
1,61) [44]. Nghién ctu cua Sitarz R. va CS (2018) da xac nhan méi lién quan
c6 vy nghia gitta UTBMDD tam vi véi ruou [7].
< Céc yéu to chuyén hoa

Theo Asano K. va CS (2008), nong do cholesterol mau c6 méi lién quan
nghich dao véi nguy co UTBMDD thé rudt va khdng co méi lién quan véi thé
lan toa. M4i lién quan nay khong thay d6i sau khi diéu chinh yéu té nhiém
H.pylori [45]. Tuy nhién, trong nghién cuau cia Stemmermann G. N. va CS
(1991), méi lién quan gitta UTBMDD véi néng do cholesterol thap lai khong
duoc ghi nhan [46]. Theo Jung M. K. va CS (2008), ting duong huyét, ting
cholesterol ty trong thap (LDL-cholesterol) 1am tiang nguy co loan san té bao
niém mac da day, trong khi cac chi sé BMI, triglycerid va cholesterol toan
phan lai khong lién quan dén nguy co nay [47]. Theo lkeda F. va CS (2009),
HbAlc c6 méi lién quan ¥ nghia voi UTBMDD, ty 1¢é UTBMDD tang lén &
ngudi 6 HbALc >6,0% va méi lién quan nay van ton tai sau khi diéu chinh
cac yéu to tudi, gisi, nhiém H.pylori, tién st loét da day. HbAlc c6 thé la yéu
t6 két hop voi nhiém H.pylori lam tang nguy co UTBMDD [48].
% Thara cén, béo phi

Thira can, béo phi di dugc xac nhan 13 yéu té nguy co ctia nhiéu loai ung
thu. Tuy nhién, méi lién quan giita thira can, béo phi véi UTBMDD trong két
qua nghién ctu caa mot sé tac gia chua rd rang [49]. Két qua nghién ctu
cua Sjodahl K.va CS (2008) khdng thay méi lién quan giira thira can, béo phi
véi UTBMDD khong tdm vi [50], trong khi nghién ctu cua Yang P. va CS
(2009) lai thay thura can, béo phi la yéu t6 nguy co cia UTBMDD tam vi véi
OR=1,55 (95% Cl 1,31-1,84) [51].



Co ché giai thich cho méi lién quan giita thira can, béo phi V6i
UTBMDD van chua théng nhat. Theo Karczewski J. va CS (2019), ba gia
thuyét giai thich cho méi lién quan nay duoc thira nhan nhiéu hon 1a: i) su
thay doi thy thé tiép nhan yéu t6 tang truong gidng Insulin-1 (IGF-1); ii) tinh
trang viém man tinh; iii) sy thay d6i chuyén héa hormon sinh duc [52].
< Yéu té di truyén

Vai trd cua yéu té di truyén trong UTBMDD d3 duoc chi ra trong nhiéu
nghién ctu. Nam 1998, Guilford P. va CS bao cao truong hop ung thu da day
lan toa di truyén (Hereditary Diffuse Gastric Cancer-HGDC) dau tién sau khi
phat hién tinh trang dot bién G>T & vi tri exon 7 ciia gen CDH1 (E-cadherin)
[53]. Tién hanh nghién ctu 42 gia dinh c¢6 ngudi ung thu da day lan toa di
truyén, Brook W. A. R. va CS (2004) da phéat hién dot bién dong mam gen
CDH1 (E-cadherin) & 48% sé gia dinh c6 nhiéu ngudi ung thu da day va trong
d6 c6 it nhat mot nguoi dudi 50 tudi bi ung thu da day lan toa [54].

Nghién ctu caa Yaghoobi M. va CS (2010) thay, nguy co UTBMDD ting
1én tir 1,5-3,5 1an ¢ nhiig ngudi trong gia dinh c6 thanh vién UTBMDD [55].
< Da hinh di truyén cia chi thé

Mai lién quan giita yéu té da hinh di truyén cua chu thé véi UTBMDD
da duoc chi ra trong nhiéu nghién ciu, tuy nhién van dé nay van chua dugc
théng nhat. Theo EI-Omar E. M. va CS (2000), da hinh cum gen interleukin-1
lam tang san xuat IL-18, mot cytokin tién viém va lam giam tiét dich da day,
c6 lién quan véi ting nguy co UTBMDD. Céac yéu té di truyén cuaa chu thé
lam tdng san xuat IL-18 c6 thé giai thich hién twong vi sao c6 ngudi nhidm
H.pylori thi dan ¢én UTBMDD nhung c6 nguoi lai khdng [56]. Theo Persson
C. va CS (2011), mic du cac gen lién quan dén dap Gng viém nhu IL-15, IL-
1RN, IL-8, IL-10 va nhan tb hoat tir khdi u (TNF-0)) da duoc nhiéu nghién cau
dé cap téi nhung két qua cua cac nghién ciu trén quan thé chau A va quan thé

ngoai chau A lai c6 sy khéc biét [57]. Nghién ctiu trén quan thé chau A thay



nguy co UTBMDD ting 1én & ngudi mang 1L10-1082G nhung lai giam xuéng
& ngudi mang 1L1B-31C. O quan thé ngoai chau A, nguy co UTBMDD ting
l&n & nguoi mang ILIRN2 va giam xudng ¢ ngudi mang 1L10-1082G. Nghién
cru & quan thé ngoai chau A thay nguy co UTBMDD ting 1én ¢ nguoi mang
IL1B-511T, IL1B-31C va ILIRN2 nhung khéng thdy méi lién hé nay ¢ quan
thé chau A. Nguy co UTBMDD khéng tdm vi giam xubng ¢ ngudi mang
IL1B-31C va ting 1én & nguoi mang ILIRN2 trong quan thé chau A. Nguy co
UTBMDD thé rust giam c6 ¥ nghia & ngudi mang IL1B-511T va IL1B- 31C
nhung nguy co nay lai ting 1én & nguodi mang ILIRN2 trén quan thé chau A.
Nghién ctu quan thé ngoai chau A thiy ting nguy co UTBMDD & ngudi
mang IL1RN2 va TNFA-308A va giam nguy co UTBMDD thé lan téa & nguoi
mang IL10-1082G [57].
s Gigi tinh

Két qua nghién ctu cuia nhiéu tac gia da chi ra méi lién quan giiia gioi
tinh véi UTBMDD. Ty 1& mic bénh ¢ nam gigi ludn cao hon nit giéi trong
UTBMDD néi chung va vi tri ung thu noi riéng. Theo Suryawala K. va CS
(2015), nguy co UTBMDD ¢ nam gidi cao hon cé y nghia so vai nir gidi voi ty
16 nam/nix 1a 2/1 [58]. Nghién ctu caa Lagergren F. va CS (2018) thay ty 1é
UTBMDD khéng thudc tam vi & nam gioi cao gap 1,5 lan nit gisi va ty 1é
UTBMDD tam vi ¢ nam gigi cao gap 3,2 lan ni giéi [59]. Theo Camargo M.
C. va CS (2012), nguyén nhan dan dén ty I¢ UTBMDD & nit gi6i thip hon nam
gi6i 1a do hormon sinh duyc nir (estrogen) c6 thé bao vé co thé trudc nguy co
UTBMDD [60]. Nghién ciru gan day caa Li H. va CS (2019) da chi ra rang,
cling véi ty 1é mac UTBMDD & nit gigi thdp hon & nam gidi, tién luong
UTBMDD & nit gigi ciing t6t hon so véi UTBMDD & nam gidi [61].
< Nhom mau, thiéu mau &c tinh

Mbi lién quan gita nhdm mau, bénh thiéu mau ac tinh Biermer véi

UTBMDD di duoc ghi nhan trong mot sé nghién ciu. Nghién ciu caa Mao
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Y. va CS (2019) d chi ra rang, nguy co UTBMDD ting 1én & ngudi ¢ nhém
mau A voi OR=1,13 (95% CI 1,02-1,24) va nhdm mau AB véi OR=1,18
(95% CI 1,02-1,36) [62]. Nghién ciru ctia Yu H. va CS (2019) thay bénh nhan
UTBMDD nhdm mau O c¢6 tién luong tot hon cac nhém mau khac, véi
HR=0,78 (95% CI 0,74-3,96) [63]. Nghién cuu cua Lahmidani N. va CS
(2018) da chi ra méi lién quan giira bénh Biermer véi UTBMDD. Hang nam,
ty 16 mac méi UTBMDD ¢ ngudi bénh Biermer khoang 0,1-0,5% [64].
< Cit dogn dg day

Ty Ié ung thu da day & phan da day con lai tang dan Ién theo thoi gian.
Nguyén nhan cd thé do trao nguoc dich mat vao da day gay viém teo niém mac
da day man tinh. Theo mdt s nghién ctu, ty 18 ung thu mém cut da day sau cit
doan da day do loét vao khoang 1-2% [64], [65], hguy co ung thu mom cut da
day sau phau thuat theo phuong phap Billroth II cao hon Billroth I [20].
< Nhiém Epstein-Barr virus

M&i lién quan gitta EBV véi UTBMDD da duoc ghi nhan trong nhiéu
nghién ctiu. Theo Lahmidani N. va CS (2018), khoang 5-15% s6 UTBMDD c6
lién quan véi EBV nhung vai tro cua EBV trong UTBMDD van chua duoc
hiéu rd [64]. Nghién cau cua Uozaki H. va CS (2007) cho thay, UTBMDD lién
quan véi EBV thudng gap ¢ nam gidi, tré tudi, co ton thuong dang trot hoic
loét & phan trén cua da day [66].
1.2. Bénh sinh ung thw da day
1.2.1. Co ché gay bénh ciia H.pylori

H.pylori cu tra tai niém mac da day gay ra tinh trang viém, tir d6 dan dén
tap trung bach cau da nhan trung tinh. Theo Zhang Q. B. va CS (1996), khi
bach cau da nhén trung tinh bi kich hoat s& giai phong céc goc oxy tu do va
nhitng gbc oxy tu do nay cé thé pha hay 16p niém mac da day [67]. Nghién
ctru cua Pignatelli B. va CS (1998) da chi ra rang, viém teo niém mac da day

va loan san 1a nhitng ton thuong sém caa UTBMDD, nhiing ton thuong nay
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dan dén ting san xuit cac goc oxy va nito phan ¢ng, 1am pha hay ADN va tb
chuc, tir d6 gay ra UTBMDD [68].

Yéu té doc luc cua H.pylori. bao gdm cagA (cytotoxin Assosieted gene)
va vacA (vacuolating cytotoxin A) da dugc chang minh cd lién quan vai
UTBMDD. Khi cagA di vao trong té bao biéu mo sé& phét tin hiéu ting sinh va
van dong cling nhu san xuét cac cytokin, khi vacA di vao trong té bao biéu mo
s& tao khéng bao va anh huong toi cac ty thé, tir d6 lam chét té bao. Theo
Hatakeyama M. (2017), H.pylori ¢ 2 ching la ching cagA™ va chung cagA”
[69]. Higashi H. va CS (2002) dya trén tinh trang tyrosin phosphoryl héa & vi
tri lién két véi SHP-2 chia H.pylori ching cagA* thanh hai phan nhém la
chang cagA”™ Pong A va ching cagA™ phuong Tay. Chung cagA”™ phuong
Tay c6 dic trung 1a sy xuat hién chudi lién két SHP-2 trong khi chung cagA*
Pong A lai dac trung bai chudi SHP-2 riéng biét. Nhiém chang cagA™ Pong
A ¢6 nguy co UTBMDD cao hon nhiém ching cagA* phuong Tay [70].

Nghién cttu cua Guo X. L. va CS (2003) da chi ra mdi lién quan giira
COX-2 véi UTBMDD khi thay COX-2 biéu hién vugt mic trong UTBMDD
va biéu hién caa COX-2 trong UTBMDD do nhiém H.pylori chung cagA* cao
hon nhiéu so véi UTBMDD khéng do nhiém H.pylori chung cagA* [71].
Theo Shao Y. va CS (2014), su két hop giita ting m& mau véi nhiém H.pylori
dan dén tang biéu hién cia COX-2 c6 lién quan dén qua trinh hinh thanh va
phat trién UTBMDD [72].

1.2.2. Sinh hoc phdn tiv trong ung thw biéu mé da day
1.2.2.1. CDH1 (E-Cadherin gene)

CDH1 14 protein bam dinh té bao, xuat hién & cac chd ghép ndi caa biéu
m6. CDH1 can thiét cho sy phat trién, biét hoa té bao va duy tri cau trlc biéu
md. Cac dot bién dong mam caa CDH1 gay ra ung thu biéu mé da day lan toa
di truyén (HDGC-Hereditary Diffuse Gastric Cancer). Theo Machado J. C. va
CS (2001), methyl héa viing promoter gen CDH1 gap & 56,3% s6 UTBMDD
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thé lan toa va 28,6% s6 UTBMDD thé ruét [73]. Nhitng ngudi mang dot bién
dong mam CDH1 ¢6 70% nguy co mac UTBMDD lan toa di truyén. Methyl
hoa qua mirc gen CDH1 xuét hién trong it nhat 50% s6 ca UTBMDD lan toa
di truyén [74] va trang thai bat hoat gen CDH1 do methyl héa Ia biéu hién
sém nhat trong sy hinh thanh va phéat trien UTBMDD lan toa di truyén [75].
1.2.2.2. Tumor Protein p53 (TP53)

Tumor protein p53 (TP53) Ia gen bi @6t bién nhiéu nhat trong céc bénh
ung thu & nguoi, bao gom ca ung thu da day. TP53 ¢d chirc niang tc ché khoi
u thdng qua vai tro tri hodn chu ky té bao va gy chét té bao theo chwong trinh
(apoptosis). Ti 1& dot bién gen TP53 ¢ UTBMDD thay ddi tir 0 dén 76%,
trong d6 dot bién G:C>A:T tai vj tri cac CpG la loai pho bién nhat, khong
phu thudc vao thé md bénh hoc cua UTBMDD. Dot bién gen TP53 trong
UTBMDD tam vj gap nhiéu hon UTBMDD khéng tam vi va phé bién hon &
ung thu di can so véi ung thu nguyén phat. Nghién ctu ciaa Shiao Y. H. va CS
(1993) thiy gen TP53 thay ddi ¢ 25% da day binh thudng, 50% DSR, 66,7%
loan sin va 75% UTBMDD [76].
1.2.2.3. gen p-Catenin (CTNNB1)

Gen B-Catenin gitr vai trd quan trong trong diéu hoa con duong truyén
tin hiéu Wnt. Luong S-Catenin tang 1én trong té bao chat cd thé xuét hién nho
su bdm véi phdi tir caa Wnt hodc do dot bién gen APC, AXIN1, CTNNBL.
Theo Polakis P. (2000), cac dot bién gen B-Catenin 1am anh huong dén ving
cong protein cua n6 dan dén tinh trang khang lai sy diéu hoa cua gen APC.
Trang thai khdng 6n dinh cua gen B-Catenin 1am thay dbi con dudng truyén
tin hiéu Wnt tir @6 s€ gay ra ung thu [77]. Nghién cuu cia Park W. S. va CS
(1999) da ghi nhan tinh trang dot bién gen BCatenin gap ¢ 26,7% UTBMDD
thé rudt nhung khong gip trong thé lan toa [78].
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1.2.2.4. Runt-Related Transcription Factor 3 (RUNX3)

RUNX3 la gen c6 chirc nang tc ché khéi u va bi bat hoat bai methyl hoa
vung promoter [79]. Nghién ctu cia Kim T. Y. va CS (2004) trén 75 ca
UTBMDD nguyén phat thay ty Ié methyl héa gen RUNX3 1a 64% [80].
1.2.2.5. Caudal Type Homeobox 2 (CDX2)

CDX2 la gen ma hoa yéu té phién ma dinh hudng su phét trién, biét hoa
cua té bao ruot. Gen CDX2 khdng chi thuc day tiang sinh va biét hda céc té
bao biéu mo rudt bang viéc hoat hoa phién ma cac gen diac hiéu ma con Gc
ché sinh truang thong qua hoat héa gen CDKN1A (p21). CDX2 ¢ vai trd tc
ché khdi u trong qua trinh phét trién ung thu ruét. CDX2 biéu hién trong té
bao niém mac rudt nhung khéng biéu hién trong té bao biéu md da day. Su
biéu hién cia CDX2 & niém mac da day c6 DSR di goi y CDX2 c6 vai tro
trong DSR va tiép theo 14 phat trién UTBMDD. Nghién ctu cua Liu Q. va CS
(2007) da chi ra rang, giam biéu hién gen CDX2 trong DSR hoic loan san c6
thé 1a nguy co cao déi véi UTBMDD va mic du DSR c6 lién quan voi
UTBMDD thé rudt nhiéu hon thé lan toéa nhung biéu hién cia CDX2 trong
UTBMDD thé ruét lai twong duong véi thé lan toa [81]. Park D. Y. va CS
(2010) ciing thay giam biéu hién caa gen CDX2 trong UTBMDD sém [82].
1.2.2.6. Tinh bat on vi vé tinh

Bat 6n trinh ty vi vé tinh (Microsatellite Instability - MSI) 1 trang thai
mat 6n dinh caa bo gen co lién quan vai gen sta chira bét cap sai, duoc phét
hién lan dau trong ung thu dai trang. Theo Kim T. Y. va CS (2004), bat 6n
trinh ty vi vé tinh hay gap trong UTBMDD [83]. Két qua nghién ctu cua
Fleisher A. S. va CS (1999) da chi ra rang, ty Ié methyl hda gen hMLH1 ting
cao trong UTBMDD c6 bét 6n trinh tu vi vé tinh va hiém gap bat 6n trinh tu
vi vé tinh ¢ da day khong ung thu [84]. Theo Leung S. Y. va CS (1999),
methyl héa viing promoter 1am bat hoat gen hMLH1 14 nguyén nhan lam ting
cao ty 18 bat 6n trinh ty vi vé tinh trong UTBMDD [85].
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1.2.2.7. Bién @i di truyén ngoai gen

Bién ddi di truyén ngoai gen la nhitng thay d6i biéu hién gen khong lién
quan dén thay doi trinh tu nucleotid, cé thé di truyén, bao gom methyl héa
ADN, sira d6i histon va bién d6i cadc RNA khdong ma héa. Bién d6i di truyén
ngoai gen duoc ghi nhan ¢ lién quan dén hau hét cac bénh ung thu, trong do
c6 UTBMDD. Methyl hda ADN gay ra tinh trang bat hoat qua trinh phién ma
cua cac gen uc ché khéi u, co vai trd quan trong véi UTBMDD. Tinh trang
tang methyl hoa xuat hién & giai doan sém va ting 1én cung vai Sy tién trién
cia UTBMDD. Nghién cuu cia Kang G. H. va CS (2003) da chi ra nhitng thay
d6i methyl héa xuat hién trong qua trinh phét trién cia UTBMDD. Trong do,
methyl héa gen APC, E-cadehrin va MGMT xuat hién & giai doan som, tiép
theo la gen DAP-kinase, P14, THBS1 va TIMP-3, sau d6 la COX-2, MLH1 va
p16, methyl hda gen RASSF1A va GSTP1 xuét hién & giai doan muon [86].
1.3. Chan doan ung thw da day
1.3.1. Lam sang
1.3.1.1. Giai dogn som

UTBMDD sém khéng ¢ triéu chiing 1am sang dic hiéu, thuong biéu hién
giong nhitng bénh da day, bénh éng tiéu hoa lanh tinh khac cho nén dé bi bo
s6t. Mic du khong cd triéu ching 1am sang dic hiéu, nhung néu duoc kham
sang loc ¢ thé phét hién 50-60% s trudng hop [20].
1.3.1.2. Giai doan tién trién

Tuong ty nhu UTBMDD sém, UTBMDD tién trién ciing khong c6 triéu
chtng 1am sang dic hiéu. Bénh thuong biéu hién véi nhirng triéu chang sau:

- Pau thuong vi: La triéu ching hay gap nhat, véi dic diém dau khong
c6 chu ky, khong giam dau sau khi dung thudc khéang a xit.

- Pay bung, ¢ hoi, cham tiéu: Xuat hién thuong xuyén hon & bénh nhan
UTBMDD ¢ giai doan tién trién. Biéu hién cd thé giam khi dung thudc nhung téi
phat nhanh.
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- St can: Khoang 90% sé trudng hop UTBMDD ¢4 biéu hién st can.

- Nén, budn nén

- Thiéu mau: Biéu hién triéu chitng phu thudc vao mirc do thiéu mau.

- Xuét huyét tiéu hoa: Gap & khoang 20% sé trudng hop UTBMDD.

- Khi ung thu di cin xa hoac lan tran 6 bung, c6 thé giap bénh nhan dén
kham vi ¢6 trudng, hoang dan, ho ra mau, dau nguc, rong kinh...

- Kham thuc thé: C6 thé so thay khéi u 6 bung, hach thuong don, ...
1.3.2. Can lam sang
1.3.2.1. Chup Xquang dg day cé thusc can quang

Puoc su dung trong chan doan bénh Iy da day tur l1au, bao gém chup
thong thuong va chup d6i quang kép. Phuong phap chup d6i quang kép cé thé
phat hién khoang 87% ton thuong da day.
1.3.2.2. Ngi soi dg day éng mém va sinh thiét

Noi soi da day cd thé biét duoc vi tri, s6 luong ton thwong va hinh anh dai
thé cia UTBMDD, d6ng thoi c6 thé sinh thiét 1am md bénh hoc. Theo Nguyén
Thi Qu¥ (2007), ty Ié chan doan UTBMDD bang néi soi sinh thiét ¢ nhuom
mau niém mac véi dung dich Indigocarmin phi hgp véi chan doan mé bénh hoc
la 92%, trong khi noi soi sinh thiét théng thuong chi dat ty 16 68,3% [87].

Hinh anh noi soi UTBMDD tién trién gom nhiing dang ton thuong sau [20]:

- Dang sUi: Khéi u c6 ranh gioi rd, phét trién 16i vao trong 1ong da day.
U c6 dang nhu mét polyp cd cudng, hoic thuc su 1a polyp bi ung thu hoa. Bé
mat u c6 nhitng nha nho, dé chay méau. Nén khéi u c6 chan rong giong nhu
mot cai nam. Khi chiém dién rong bé mat niém mac da day, nhitng nhi nho
sui Ién giong sup lo, bo u khong déu, chd 16i chd 13m.

- Dang loét: Thuong co6 kich thudc 16n, co khi dudng kinh dén 10cm.
Loét thudng & trung tdm tén thuong, bd ton thuong gb ghé, ndi cao, nén 6
loét c6 nhitng diém chay mau ri ra.

- Dang thdm nhiém: Xu hudng thAm nhidm lan rong, chia 2 thé chinh:



16

+ Loét tham nhidm: Khdi u vira c6 loét, vira c6 tham nhiém. Loét khong
c6 giGi han, bo 6 loét xen k& vai niém mac lanh, day 6 loét xam lan xudng
thanh da day tao mang cang, mit nhu dong.

+ Thé xo dét: O giai doan sém, chi thay day 1én nhu dang viém kém xo
hoa. Khi ung thu phéat trién, thanh da day cang 1am cho da day nho lai, niém
mac c6 nhitng nép nhin song song theo chiéu doc da day va cac vét xudc hay
loét nho. CO thé sti timg ving nhu dang polyp.
1.3.2.3. Siéu am ngi soi

La ki thuat két hop gitta noi soi tiéu hoa véi siéu am dau do tan s6 cao
(7,5-12MHz), cho phép quan sét cac 16p caa thanh dng tiéu hoa, cac hach 1an
can va té chic xung quanh. Siéu am noi soi rat co gia tri khi xac dinh giai
doan xam lan khéi u va di can hach véi ty 1& chinh xéc 1a 79-92% [20].
1.3.2.4. Chup cat I6p vi tinh

Hién nay, chup cat 16p vi tinh (CT-Scanner) duoc sir dung rong rai trong
chan doan ung thu néi chung, trong d6 ¢c6 UTBMDD. Chup cét Iép vi tinh c6
uu diém trong xac dinh vj tri, tinh chat khu trd hay lan tran cia ung thu nhung
lai han ché trong chan doan giai doan xam lan khdi u va giai doan di cin hach
ving. Do d6, chup cat 16p vi tinh khéng st dung dé chan doan giai doan
UTBMDD trudc mo. Nghién ciru cia Lé Thanh Son va CS (2016) thay chup
cit 16p vi tinh cd ty 1& xac dinh dang giai doan T 14 69,7%, giai doan N 1
65,15% [88]. Nghién cau cua Pham Vian Binh va CS (2017) thay chup cat 16p
da diy co d6 chinh xé4c trong chan doan giai doan xam lan khéi u (T) la 80%,
giai doan di can hach ving N 1a 47,3%. Khéng phat hién di cin xa trong tong
s6 55 bénh nhan UTBMDD [89].
1.3.2.5. Siéu am 6 bung

Mic du c6 d6 nhay va do dic hiéu khdng cao trong chan doan
UTBMDD, nhung siéu am 6 bung cd thé phét hién duoc tinh trang di can gan,

dich ¢ trudng do dé giup tién lwong cudc mo.



17

1.3.2.6. Soi 6 bung

Soi 6 bung cho phép quan sat va danh gia truc tiép bé mat gan, phlc
mac, hach bach huyét... cho nén c6 thé xac dinh, danh gia duoc tinh trang
khdi u xam lan vao co quan lan can hoic di can gan, di cin phic mac. Bng
thoi, khi soi 6 bung cd thé sinh thiét ving ton thuong dé chan doan mé bénh
hoc, tir d6 dua ra chi dinh phau thuat hoic can thiép noi soi.
1.3.2.7. Chup cdt I6p phét Xa

Chup cat 16p phat xa dua trén nguyén 1y mo ung thu c¢6 muc do chuyén
hoa glucose cao hon md binh thudng. Sau khi tiém chat FDG (2-18F-fluoro-2-
deoxy-D-glucose), FDG sé& di vao trong t& bao ung thu, tai diy gdc phospho
hoa bi giir lai, phat xa, duoc ghi hinh bang dau do gamma. Chup cat I6p phat xa
c6 d6 nhay va do dac hiéu la 43% va 82% trong danh gia giai doan T, d6 nhay
56% trong danh gia giai doan N. Theo Bosch K. D. va CS (2019), d6 nhay cua
chup cat 16p phat xa trong chan doan UTBMDD thé rudt 1a 95,5% va can
nghién ctru su hon trong chan doan giai doan di cin hach viing va trong danh
gid, tién luong sau diéu tri ciia bénh nhan UTBMDD [90].
1.3.2.8. CA4c chdt chi diém khéi u

Két qua nghién ctu cua nhiéu tac gia da chi ra méi lién quan gitra chat chi
diém khéi u nhu Carcinom Embryonic Antigen (CEA), Carbohydrat Antigen
19-9 (CA 19-9), Carbohydrat Antigen 72-4 (CA 72-4 ) v6i UTBMDD. Trong
d6, CEA va CA 72-4 c6 y nghia trong chan doén, theo doi sau diéu tri va tién
lwong bénh [65]. Nghién ctu caa Nguyén Thi Hoa va CS (2018) thdy, nhém
bénh nhan UTBMDD c¢6 ndéng do CEA huyét thanh 1a 15,66 + 43,71 ng/ml,
nong do6 CA 19-9 14 67,94 + 66,0 u/ml va CA 72-4 la 30,33 + 66,0 u/ml, cao
hon nhém chiing véi p<0,05. Gi4 tri chan doan tang cao khi két hop ca 3 chi s6
so véi xét nghiém don 1¢ ting chi s6 [91]. Trong nghién ctu caa Polat E. Vaf
CS (2014), néng do CEA va CA125 huyét thanh & nhom UTBMDD cao hon
c6 y nghia so vai nhom chang, p<0,01 [92].
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1.3.2.9. M6 bénh hoc

M6 bénh hoc 1a phuong phép chan doan chinh x4c nhat trong ung thu noi
chung va UTBMDD néi riéng. M6 bénh hoc truéc md cd gia tri chan doan xac
dinh, mé bénh hoc sau mé gilp chan doan chinh xac thé bénh, giai doan bénh,
kiém tra lai két qua sinh thiét [65].

1.3.3. Gidi phéiu bénh
1.3.3.1. Ung thir biéu md da day giai doan sém
% Hinh anh dai thé

Hau hét UTBMDD sém c6 kich thudc khoang 2-5cm, ¢6 thé don doc hoidc
nhiéu 6. UTBMDD sém loai nhiéu 6 1a khi mdi 6 duoc ching minh bang mé
bénh hoc va cach biét nhau bai niém mac binh thuong [20]. Hiép hoi ung thu da
day Nhat Ban chia UTBMDD s&m thanh ba typ [93]:

- Typ 0-1 (dang 16i): Té chtc ung thu 16 1&n trén niém mac véi d6 day
hon hai lan d¢ day cua niém mac binh thudng, cham vao dé chay mau.

- Typ 0-11 (dang phang), gdm 3 phan typ:

+ Typ 0-lla (phang 16i): T6 chtc ung thu g cao hon niém mac xung
quanh v&i do day it hon hai 1an d6 day niém mac binh thuong.

+ Typ O-lIb (phang det): T6 chirc ung thu phat trién tao thanh mang
chac, khong noi cao hon niém mac da day.

+ Typ O-lic (phang 16m): T6 chic ung thu hoi 16m xudng, thip hon
niém mac xung quanh, doi khi c6 thé hoai tir, xuat tiét.

- Typ 0-111 (dang loét): Ton thuong co do sau rd, bo go ghé, ban, niém mac
quanh 6 loét khong déu, cac nép niém mac co thé tap trung, riéng ré hay cét cut.
< Hinh anh vi thé

Phan loai m6 bénh hoc UTBMDD sém ciing tuan thu theo quy dinh cua
UTBMDD tién trién. Theo céc tac gia Nhat Ban, loan san mutc do nang duoc
xép thusc UTBMDD sém.
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1.3.3.2. Ung thw biéu mo dga day giai doan tién trién
< Hinh anh dai thé

Hinh anh dai thé cia UTBMDD dugc Bormann phan loai tir nim 1926.
Theo Bormann, UTBMDD tién trién gom 4 typ:

+ Typ | (thé sui): U sui vao trong long da day, cang, mat khong déu, tai
dinh va trung tdm khéi u c6 loét d& chay mau khi cham vao.

+ Typ 1l (thé loét khdng xam 1an): Loét hinh tron bat, bo ¢d thé nhd cao,
sac, nham nh, thanh 6 loét c6 thé nhan va thang dang.

+ Typ I (thé loét xam lan): Loét khong rd giéi han do bo 6 loét xen 1an
niém mac lanh bén canh, day 6 loét thdm nhiém ctng xung quanh.

+ Typ IV (thé tham nhidm): Gidi han ton thuong khong rd, niém mac co
thé khong déu, san loét nhé nén bé mat mat nhan bong; it khi ton thuong khu
trd tai mot vung da day ma thuong lan rong.

Trén thuc té, c4c ton thuong sui, loét, thAm nhidm c6 thé xen ké& véi cac
murc 46 khac nhau, cho nén doi khi khé xép loai chinh xéac [20].

Hiép hoi ung thu da day Nhat Ban (JGCA) dua theo phan loai cia
Bormann chia UTBMDD tién trién thanh 5 typ [93].

+ Typ I: Khdi u dang polyp, ranh giéi rd rang véi niém mac xung quanh.

+ Typ I1: Khéi u dang loét, bo cao, ranh gidi 16 rét.

+ Typ 111: Khéi u dang loét, bd cao, ranh gisi khong rd.

+ Typ IV: Khéi u tham nhiém, thanh da day day Ién va cang, ranh gidi
khong rd rang.

+ Typ V: Khéi u khong thé xép vao 4 typ trén.

% Thé md bénh hoc

- Theo phan loai Lauren (1965) [94], [95] UTBMDD c4 hai thé chinh

+ Thé rut: Bao gdm céc tuyén loai rudt tan san, gibng UTBM tuyén cua
dai trang, u phat trién dinh lién nhau theo kiéu lan rong. Té bao u thuong chaa

khong bao nhay ¢ cuc ngon, cd thé cé ca chat nhay trong 10ng tuyén.
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+ Thé lan toa: Thuong khong tao thanh tuyén ma phéan tan thanh dam
hoic riéng ¢ ting té bao trong cac 16p thanh da day. M6 dém xo hoa nhiéu
lam thanh da day day Ién.

Phan loai theo Lauren (1965) dugc st dung rong réi trén thé gidi, duogc
cac nha dich t& hoc chap nhan, vi thé rudt thuong gip o hang vi, ludn két hop
v6i DSR va yéu t6 moi truong, trong khi thé lan toa hay gap o than vi va
nguoi tré tudi, khong két hop véi DSR va c6 thé lién quan dén yéu té di
truyén. Phan loai nay c6 ich trong xir tri phﬁu thuat va tién luong bénh [20].
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a. Ung thu biéu mo da day thé ruot
b. Ung thu biéu md da day thé lan toa
* Nguon: Theo Tang L. H va CS (2015) [94]

- Nam 2000, T6 chic Y té Thé gidi (WHO) dwa ra phan loai ung thu da
day mai. Trong phan loai nay, WHO di gop phan loai Lauren (gom thé ruot va
thé lan toa), bd sung typ md bénh hoc ung thu biéu md té bao nho vao bang
phan loai va ma hoa cac typ mé bénh hoc. Nhu vay, theo phan loai nay, cung
Vi thé rudt va thé lan toa, ung thu biéu mé da day c6 9 thé: thé nha; thé éng
nho; thé nhay; thé té bao nhan; thé tuyén vay; thé té bao vay; thé té bao nho;
thé khong biét hoa; va cac loai ung thu khac (Bang 1.1) [20], [96].
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Bang 1.1. Phan loai md bénh hoc ung thu biéu mé da day caa WHO (2000)

Thé md bénh hoc M4 sé bénh

1. UTBMT thé nht (papillary) 8260/3
2. UTBMT thé 6ng nho (tubular) 8211/3
3. UTBMT thé nhay (mucinous) 8480/3
4. UTBM thé té bao nhan (Signet-ring cell carcinoma) 8490/3
5. UTBM tuyén vay (Adenosquamous carcinoma) 8560/3
6. UTBM té bao vay (Squamous cell carcinoma) 8070/3
7. UTBM té bao nho (Small cell carcinoma) 8041/3
8. UTBM khong biét hoa (Undifferentiated carcinoma) 8020/3
9. Cac loai ung thu khac

Hinh 1.2. Thé md bénh hoc theo phan loai cia WHO
a. UTBM thé 6ng nho b. UTBM thé nhay
* Nguon: Theo Hu B. va CS (2012) [2]
1.3.3.3. Phan logi giai doan ung thu da day
% Phan logi cia Adachi (1994)
Adachi &p dung phan loai ciia Dukes vao phén loai giai doan UTBDD [65]:
- Dukes A: Ung thu niém mac, dudi niém mac va ldp co.
- Dukes B: Ung thu lan t&i thanh mac.
- Dukes C:
+ Ca: Di can 1-6 hach.

+ Cb: Di can tu 7 hach tro Ién.



% Phan logi cia Hiép hoi ung thw da day Nhat Bdan
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JGCA phan giai doan ung thu da day nhu trinh bay tai Bang 1.2 [93].

Bang 1.2. Giai doan ung thu da day theo phén loai cia JGCA

NO N1 N2 N3
T1a (M), T1b (SM) 1A 1B A 1B
T2 (MP) 1B A 1B A
T3 (SS) A 1B A 1B
T4a (SE) b lla b lic
T4b (SI) 1B 1B 1nc 1nc

M1 (bat ctr T, bat car N)

VvV

* Nguon: Theo Hiép héi ung thur da day Nhdt Ban (2011)[93]

Trong d6: M la khi khoi u gisi han ¢ niém mac; SM - khéi u giéi han &
l6p dudi niém mac; MP - khdi u xam 1an 16p co; SS - khoi u xam 1an Iép dudi
thanh mac; SE - khéi u xam lan 16p thanh mac; SI - khdi u xam Ian cau trdc
lién ké; NO 1a khi khong c6 di can hach ving; N1 - di can 1 dén 2 hach ving;
N2 - di cin 3-6 hach viing; N3 - di can 7 hach vuing hoic nhiéu hon; M1 13 khi
c6 di can xa; MO - khong c6 di can xa.

% Phén giai doan ciia AJCC (2010)

AJCC (2010) [97] phan giai doan TNM va giai doan ung thu nhu sau:

* Giai doan xam lan khéi u nguyén phat - T (primary tumor)

- Tx: Khong danh gia dugc u nguyén phat.

- TO: Khdng c6 u nguyén phat.

- Tis: Ung thu tai chd.

- T1: U khu trd ¢ I6p niém mac, co niém va/hoac dudi niém mac.

+ T1a: U xam lan dén 16p niém mac hoic co niém.

+ T1b: U xam lan 1ép dudi niém mac.

- T2: U lan t6i 16p co.
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- T3: U xam lan mé lién két dudi thanh mac.
- T4: U xam lan thanh mac (phdc mac tang) hoic vao cau tric 1an can.
+ T4a: U xam lan thanh mac (phic mac tang).
+ T4b: U xam l4n cAu trdc 1an can.
* Giai doan di can hach vung - N (regional nodes)
- Nx: Khéng danh gia dugc di can hach vung.
- NO: Khong di can hach vung.
- N1: Di can 1-2 hach vung.
- N2: Di can 3-6 hach vung.
- N3: Di can > 7 hach vung.
* Giai dogn di can - M (Metastases)
- MO: Khong c6 di can xa; M1: Co di can xa.
* Giai doan ung thu
- Giai doan 0: TisSNOMO.
- Giai doan 1A: TINOMO.
- Giai doan IB: T2NOMO; TIN1MO.
- Giai doan lHA: T3NOMO; T2N1MO; TIN2MO.
- Giai doan 11B: T4aNOMO; T3N1MO; T2N2MO; TIN3MO.
- Giai doan HHIA: T4aN1MO; T3N2MO; T2N3MO.
- Giai doan l1IB: T4bNOMO; T4bN1MO; T4aN2MO; T3N3MO.
- Giai doan I1IC: T4aN3MO; T4bN2MO; T4bN3MO.
- Giai doan IV: Bt ctr giai doan T nao, bat ctr giai doan N nao, M1.
1.4. Methyl héa ADN
1.4.1. Khdi ni¢m gen
Gen la toan b trinh ty axit nucleic can thiét dé tong hop mot san pham
gen chirc niang (polypetid hoic ARN). Gen cd cau tao gébm ba ving chinh:
Vung diéu khién, viing mang théng tin di truyén (ving ma héa) va ving két

thuc. Vung diéu khién nim & dau 5° va ving két thic nim & dau 3’ cua gen.
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1.4.2. CpG va Promoter

CpG la cip dinucleotid gém cytosin va guanin. Bao CpG 1a ving tap
trung nhiéu CpG, c6 kich thudc tir 0,5 kb dén vai kb nim & ving 5° kéo dai
dén exon dau tién cua gen. Methyl héa ADN thuong gap tai cac dao CpG
thudc vung promoter cua gen, do do khi danh gia tinh trang methyl hoa ADN
thuong xem xét tai vung promoter.

Promoter bao goém trinh tu nucleotid nam vé phia dau 5' cia vi tri khoi
dau phién ma gen, dong vai trd diéu khién qua trinh phién ma nho kha niang
dam bao céc vi tri nhan biét cho céc protein tham gia vao viéc diéu khién biéu
hién gen nhu enzym RNA polymerase, cac yéu té phién ma. Promoter giit vai
tro nhu mot cong tic bat gen. Mdi gen can co promoter dé hoat dong hoic bat
dau biéu hién. Néu promoter khong hoat dong thi gen s& khdng hoat dong [98].
1.4.3. Methyl hoa ADN

Methyl h6a ADN Ia hién tuong 1 goc methyl (-CH3) dugc thém vao
Cacbon & vi tri s6 5 cua Cytosin trong CpG nam gan phia dau 5° cta ving
promoter dudi xuc tac caa enzym DNA methyltransferase (DNMTS), véi S-

adenosyl 1a chat nhuong nhém methyl [99], [100].

C,H‘NH,COOH C!“sN“ 00

S—CH o

l\/_ ; _CNH, K 7/%“""

| ,go DNMTs /g

Hinh 1.3. Géc methyl tir S-adenosylmethionin (SAM) chuyén cho
Cytosin va bién dbi thanh adenosylhomocystein S-(SAH).
* Nguon: theo Luczak M. W. va CS (2006) [100]
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1.4.3.1. Co ché bat hoat gen théng qua methyl hda

Hién nay, cO ba co ché duge dua ra dé giai thich cho hién twong gen bi
giam hodc mat biéu hién khi bi methyl héa , bao gom:

- Co ché thtr nhat: Lién quan dén su can thiép truc tiép vao tuong tac
gitta nhan té phién ma véi cac vi tri bam dic hiéu caa ching trén promoter.
Mot s6 nhan té phién ma nhu AP-2, c-Myc/Myn, CREB, E2F, va NF-kB c6 thé
nhan dién cac promoter chira CpG, va su gin caa ching voi promoter bi e
ché boi methyl hoa. Mot s6 nhan té phién ma khac nhu Spl, CTF lai khong
nhay cam véi methyl hoa tai vi tri bam cua ching. Ngoai ra, nhiéu nhan té
phién mé c0 vi tri bam dac hiéu ma tai d6 khong c6 CpG [101].

- Co ché thu hai: Céac chat ic ché phién ma bam truc tiép vao cac
promoter d3 bj methyl hda. Hai nhan t6 nhu MeCP-1 va MeCP-2 (methyl
cytosine binding proteins 1 va 2) da duogc xac dinh va duogc chi ra 1a ¢6 thé gin
vao cac CpG bi methyl hoa theo nhiéu kha nang khac nhau. MeCP-1 va MeCP-
2 bam vao ADN chira nhiéu vi tri CpG bi methyl hoa dbi xtng va céc té bao
khiém khuyét protein MeCP-1 dan dén giam dang ké sy tc ché ddi véi cac gen
bi methyl héa [101].

- Co ché thir ba: Cho phép methyl héa c6 thé ¢c ché phién ma 1a viéc
thay doi cau trdc chromatin. Keshet va CS da chuyén cac cau tric plasmid
M13 chaa gen S-globin cia ngudi ciing nhu mot sé gen nhan thuc khéc sau
khi bi methyl héa bang enzym vao té bao L cua chudt. Sau khi duoc 6n dinh
va nhan Ién trong té bao nudi cdy, céc trinh ty ADN bj methyl héa duoc thir
d6 nhay vai DNAse-1, két qua 14 tat ca céc trinh ty ADN nay duoc phét hién
nam trong viing chromatin hoat dong, trai nguoc véi sy that rang cac trinh tu
ADN di bi methyl hda in vitro trude khi chuyén vao té bao phai nam trong
viing chromatin bét hoat phién ma va tranh dugc DNase-1 (dan theo Singal R.
va CS [101]). Thi nghiém sir dung vi tiém mot sé trinh tu gen co/khéng bi

methyl héa vao nhan da chi ra rang, methyl héa ic ché phién ma chi xay ra
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sau khi chromatin d3 dwgc ¢ dinh. Ké ca mot yéu té kich thich phién ma
manh nhu GAL4-VP16 ciing khong thé doi khang lai véi hiéu ung cua
chromatin khi n6 di chuyén sang trang thai bat hoat do methyl héa. Vi thé,
cling véi gilp 6n dinh trang thai bat hoat, methyl hoa con ngan can kich hoat
tré lai bang cach ngan chin kha ning tiép can caa cac nhan té phién ma [101].
1.4.3.2. CAc yéu to anh hwong dén methyl hoa
< Tudi

Két qua nghién ctru ciia mot s6 tac gia da chi ra moi lién quan gitra tuoi
véi tinh trang methyl hoa caa mot s6 gen. Nghién ciu cua Kang G.H va CS
(2003) thay ty Ié methyl hda gen DAPK, CDH1, p14, THBS1, va TIMP-3 ting
lén ciing vai tudi [102].
< Tra xanh va hogt déng thé chat

Hoat dong thé chat va udng tra xanh c6 méi lién quan véi methyl héa. Theo
cua Yuasa Y. va CS (2009), ty I¢ methyl hda gen CDX2 va BMP-2 & nhom bénh
nhan UTBMDD it udng tra xanh cao hon ¢ ¥ nghia so voi nhém bénh nhén
UTBMDD udng nhiéu tra xanh. Biéu nay duoc giai thich la do tra xanh chira
hoat chit c6 thanh phan thudc nhom polyphenol nhu 2-epigallocatechin-3-
gallate (EGCG) c6 thé tc ché hoat dong cua enzym DNMTS. Trong nghién ctu
nay, Yuasa Y. va CS (2009) ciing thay tinh trang methyl héa gen CACNA2D3
Xay ra thuong xuyén hon ¢ nhdm bénh nhan UTBMDD khong hoat dong thé
chat so v&i nhém bénh nhan cé hoat dong thé chat [103].
s H. pylori

Két qua nghién ciu caa mot sb tac gia da chi ra mdi lién quan giira
nhiém H.pylori véi tinh trang methyl héa mot s6 gen. Nghién ctu cua
Maekita T. va CS (2006) thay H. pylori lam ting methyl héa din dén giam
hodc mat biéu hién cua cac gen e ché khéi u, tir d6 gay ra UTBMDD [104].
Theo Leung W. K. va CS (2006), tiét tree H.pylori lam giam methyl hoa ADN
dan dén qué trinh phat sinh UTBMDD bj nging lai hoic dao nguoc [105].
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< Nhiém Epstein-Barr Virus

Theo Fukayama M. (2010), gen tc ché khéi u thuong bi methyl hoa trong
UTBMDD lién quan véi EBV [106]. Co ché dugc dé xuat 1a EBV lam ting
biéu hién gen LMP2A théng qua qua trinh phosphoryl héa STAT3 dan dén lam
tang biéu hién ctia enzym DNMT1, tir d6 1am mat biéu hién caa gen PTEN, vi
thé gen LMP2A c6 vai trd then chét trong qué trinh phét sinh UTBMDD lién
quan véi EBV [106], [107].

1.5. Mt s6 phwong phap phat hién methyl héa
1.5.1. Phwong phap gidi trinh tw bisulfit

Nam 1992, Frommer va CS da gidi thiéu phuong phap giai trinh tu
bisulfit theo nguyén ly: ADN bién tinh bang sodium bisulfit bi khir amin tai vi
tri s 4 cua cytosin s& chuyén cytosin thanh uracil. Sau khi PCR nhitng ADN
da xtr Iy bisulfit ndy, cac uracil s& bi bién doi thanh thymin. Cac cytosin methyl
hoa & vi tri s6 5 s& khong bi khar amin boi sodium bisulfit va chuyén thanh
cytosin sau khi PCR. Nguoc lai, sau khi PCR nhitng ADN da xur ly bisulfit, cac
cytosin khdng bi methyl hda s& chuyén thanh thymin, trong khi nhitng cytosin
bi methyl hda khdng bj thay dbi. Bai vi toan bo cytosin khdng nam trong CpG
khong bi methyl hoa, trong khi chi ¢ cytosin bi methyl hoa cia CpG van giir
la cytosin khi giai trinh ty, cho nén, so sanh véi trinh ty ADN ban dau s& phat
hién cytosin nao bi methyl héa [108].

1.5.2. Phwong phdap PCR methyl dic hiéu (MSP)

Phuong phap MSP 1an dau tién duoc Herman va CS m6 ta nam 1996, theo
nguyén ly: vai mét trinh tu chira cdc CpG trén gen, alen chira cac CpG bi
methyl hoa va alen chira cac CpG khdng bi methyl hoa sé cho ra cac trinh tu
khéc nhau sau xt ly bisulfit. Khi cip mdi dic hiéu methyl hda bat cap b xung
Véi trinh tu c6 CpG bi methyl hoa nhung khong bd xung véi chinh trinh tu d6 ¢
CpG khéng bi methyl héa duoc dung cho PCR, chi alen chaa cac CpG bi

methyl hoa duoc khuéch dai. Nguyén 1y tuong tu véi cap moi dic hiéu khong
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methyl héa. Khi phan tich két qua, néu san pham PCR c6 kich thudc mong doi
xuat hién trén két qua dién di gel agarose, s& két luan c6 methyl hoa hay khong
methyl hoa tuy thudc vao cip mdi dic hiéu dugc sir dung. Thong thudng, cap
moi dic hiéu véi trinh ty methyl hoa va khong methyl hoa dugc sir dung cho
cling mot gen, va san pham khuéch dai duoc dién di trén gel dé so sanh [108].

Quy trinh caa MSP bao gém 2 bugc: Xu ly bisulfit voi ddi véi mau
AND, va PCR vai cac cap moi dic hiéu methyl hda va khéng methyl héa.

- Uu diém: C6 thé phat hién methyl hoa trong md tuoi hoic dong lanh.
C6 thé thyc hién tai hau hét cac phong thi nghiém duoc trang bi may PCR.

- Nhuoc diém: Kha ning phat hién chinh xac trang thai methyl hoa cua
gen phu thudc vao do can trong khi thiét ké moi cling nhu cac budc khac.

Hé gen ADN

Xtr ly bang muéi
/ bisulfite \

Khong bji methyl C > U (T) Bi methyl C > C
TACTGTCGACGACCTCG TACTGTCGACGACCTCG
| «-—-—-------- Chuyén ------- - |
TATTGTIGATGATTTIG TATTGTCGACGATTTCG

\ Tinh sach /
>

PCR vé&i cac cap moi dac hiéu

methyl va khong methyl héa

Pién di kiém tra

Hinh 1.4. Nguyén Iy phét hién methyl hda bang phuwong phap MSP
* Nguon: theo Toyooka S. va CS. (2004) [109]
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1.6. C4u triic va chirc ning ciia gen SFRP2, RNF180
1.6.1. Gen SFRP2

- Gen SFRP2 Ia thanh vién trong ho gen SFRPs, nam tai vi tri 4931.3
trén nhiém sac thé sé 4 (Hinh 1.8), ¢6 cau tric gém 3 ving (Hinh 1.5) [110]:

° Vung CRD/FZ (Cystein Rich Domain/Frizzled Domain): Cé vai tro
trong tuong tac protein-protein. Bit dau ¢ dau N c6 doan tin hiéu ky nudc
gom 24 acid amin, ¢6 vai trd huéng protein SFRP2 t6i con dudng tiét.

°\/ling C345C/Netrin: La vung lién két phu caa twong tac SFRP2-Wnt.

° Ving d¢ao PDZ: La mt trinh ty ngan dugc nhan biét bai protein PDZ
nhu DVL va mot sb protein khac c6 kha nang tuong tac voi phan phia trong té
bao chét cua Frizzled.

- Gen SFRP2 la gen uc ché khéi u do c6 chac ning doi khang Wnt bang
cach lién két tryuc tiép va cd lap cac phdi tr Wnt, hoic lién két truc tiép voi
phirc hop Wnt-thu thé. Hoat tinh cuia SFRP2 c6 thé thiic day nguoc con duong
tin hiéu Wnt [110], [111]. Theo Kima H. va CS (2018), methyl hoa Iam bat
hoat gen SFRP2 ¢6 lién quan vai ung thu tién liét tuyén, gan va da day [111].

Patential GSK3Ip Potential PKA
@ phosphorylation site phasphorylation site @
[34] [289]
X Nec1/2cleavage
site [36-38]
e 4 CRD/Zdomain L ctsNetindonan ‘
1 24 39 157 186 289 290

-295

Hinh 1.5. So d6 céu triic gen SFRP2
* Nguon: Theo O’Donovan D. S. va CS. (2014) [110]
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Hinh 1.6. Hoat dong cuia Wnt
* Nguon.: Theo O’Donovan D. S. va CS. (2014) [110]

Hinh A: Lién két giira Wnt véi phtic hop thy thé bé mat té bao cua no, bao
gom Frizzled (FZD - Frizzled Domain) va 1 trong 2 protein, LRP-5 hoic 6
(Low Density Lipoprotein Receptor Related Protein 5, 6) sé khoi dong mét loat
cac tin hiéu gitp hoat hoa DVL (Disheveled) va giai phong p-catenin khoi
phtic hop e ché bao gdom Axin, APC va GSK3B. Sau khi dephosphoryl hoa va
duoc giai phong, S-catenin di chuyén tsi nhan, tai diy chung twong tic voi
thanh vién cia ho nhan t6 phién md TCF/LEF (T-cell Factory/Lymphoid
Enhancer Factor) dé kich hoat sy biéu hién cua cac gen lién quan téi su ton tai,
sinh san va biét hoa té bao.

Hinh B: Tin hiéu Wnt dugc diéu khién bai mét sb chat diéu hoa am tinh
nhu SFRPs (SFRP1-SFRP5), yéu té wc ché Wntl (Wnt inhibitory factor 1 -
WIF1) va Ceberus. Ho gen SFRPs la cac glycoprotein hoa tan chira vung giau
cysteine (CRD) ¢ cau trac tuwong ty ving lién két voi Wnt ngoai bao cua thu
thé FZD. Do vay cac SFRPs cd thé diéu chinh con duong truyén tin hiéu Wnt
bang cach cb 1ap Wnt thdng qua CRD cua chiing hoic tac dong nhu cac chat

trc ché wu thé am, tao thanh phic hop bat hoat véi cac thu thé FZD.
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* Con dwdng truyén tin hiéu Wnt

Cac Wnt ¢ chirc niang nhu cac phdi tir cho ho thu thé xuyén mang
Frizzled. Khi b4m vao cac thu thé Frizzled, cac Wnt c6 thé hoat hoa con duong
truyén tin hiéu Wnt kinh dién; con duong Wnt/PCP; con dudng Wnt/calcium.

% Con dwong truyén tin hiéu Wat kinh dién

La con dudng lién quan nhiéu nhat dén phat sinh ung thu. Hoat hoa con
duong ndy dan dén ting 6n dinh su ¢ mat cua f-catenin. Binh thudng -
catenin nam & té bao chat, khi con duong truyén tin hiéu Wnt kinh dién duoc
kich hoat, n6 s& chuyén dén nhan, ¢ d6 S-catenin hoat déng nhu 1a nhan t6
phién ma dé kich hoat qua trinh phién ma rat nhiéu gen dich khac. Cac gen
nay la nhitng yéu t6 thuc day truc tiép su chuyén dang ac tinh, duy tri sy hoat
dong cua cac gen nay la nguyén nhan gay ra ung thu [112].

Binh thudng, con dudng truyén tin hiéu Wnt kinh dién dugc kiém soat
chat ché bang trang thai hoat dong “bat” va “tat”. Sy phat trién khéi u 1a do
bdt hoat mgt céch khong phu heop cdng tic « tat” hodc 1a kich hogt mét cach
khong phu hop cong tic “ bat” [112].
< Con dwong truyén tin higu Wnt khéong kinh dién

Vai tro cua con duodng truyén tin hiéu Wnt khong kinh dién trong hinh
thanh, phét trién ung thu van chua duoc hiéu rd. Trong mot sé truong hop, nd
c6 thé d6i khang lai con dudng truyén tin hiéu Wnt kinh dién. Mot sb bing
chung chi ra rang, cac protein Wnts hoat dong thong qua con dudng truyén tin
hiéu khong kinh dién c6 thé kich thich khéi u phét trién.

Con duong tin hiéu Wnt/planar cell polarity (Wnt/PCP) diéu tiét qua
trinh phan cyc té bao théng qua viéc bién d6i bo khung té bao.

Con duong truyén tin Wnt/calcium (Wnt/Caz+) dugc kich hoat thong qua
mot protein G thanh phan va giy ra ting can-xi ndi bao rdi kich hoat protein
kinase C (PKC). Hién nay, chirc ning ciia con dudng ndy van chua duoc hiéu
biét rd rang [112].



CON BUONG WNT: BAT CON DUONG WNT: TAT

KICH HOAT PHIEN MA UC CHE PHIEN MA

Hinh 1.7. So d6 con dudng truyén tin hiéu Wnt kinh dién
va co ché diéu hoa tin hiéu Wnt
* Nguon: Theo llyas M. ( 2005) [112]
1.6.2. Gen RNF180

- Gen RNF180 (Ring Finger Proteins 180) la thanh vién mai cta ho gen
RNF (c6 tén khac 1a Rines-RING finger protein in neural stem cell), nim tai
vi tri 5012.3 trén nhiém sac thé s6 5 (Hinh 1.8), ¢6 chic ning nhu mot E3
ubiquitin ligase [113]. Biéu hién cao cua gen RNF180 s& tic ché sy phét trién
cua té bao va gay ra qua trinh chét theo chuong trinh nho tang biéu hién cua cac
chat chong ting sinh MTSS1, CDKN2A va chét trung gian TIMP3 [15].

Vai trd cua E3 ubiquitin ligase da duoc xac dinh trong nhiéu qué trinh
sinh hoc, nhu diéu hoa chu trinh té bao, ting sinh té bao va chét theo chuong
trinh. Theo Hou Y. va CS. (2015), hé théng ubiquitin-proteasome giit vai trd
quan trong trong viéc diéu hoa nhiéu 16 trinh trong té bao bang cach kiém soét
mtic do, hoat tinh va dinh khu néi bao cua nhiéu loai protein. Viéc gan

ubiquitin vao protein dich dugc thuc hién dudi xdc tac cuaa 3 loai enzym, E2,
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E3, El. Trong d6, E1 1a enzym tap hop ubiquitin, E2 la enzym lién hop
ubiquitin c6 chiic nang chuyén ubiquitin dén protein muc tiéu, va E3 1a ligase
ubiquitin hoat dong nhu mot gia thé, co thé twong tac véi E2 va chuyén
ubiquitin tir E2 sang protein dich. Qua trinh nay c6 thé dao nguoc thdng qua
hoat dong cua cac deubiquitinase (DUB) loai bé cac chudi ubiquitin lién két
Vi protein dich. Cac deubiquitinase ciing tham gia vao qua trinh xt ly va tai
ché ubiquitin. Trong qua trinh nay, cac E3 ubiquitin ligase thuc hién vai tro
quan trong khi lién két c6 chon loc vai co chat protein [114].

Trong bo gen nguoi ¢6 hon 600 E3 ubiquitin ligase, dugc chia thanh cac
phan 16p dua trén cac dic diém cau trdc va hoa sinh cua ching, bao gom:
HECT (homologous to E6-AP carboxy terminus) va RING (really interesting
new gene) finger va cac domain U-box. Trong qué trinh chuyén ubiquitin dén
cac co chat muc tiéu, RING va HECT E3 ubiquitin ligase str dung céc co ché
xuc tac khac nhau dé thic day qué trinh ndy. Cac RING E3 ubiquitin ligase c6
thé thiic day viéc chuyén truc tiép ubiquitin tir E2 dén co chat muc tiéu, trong
khi cac HECT E3 ubiquitin ligase tuong tac voi cognate E2, sau d6 hinh
thanh lién két thiolester voi ubiquitin, cudi cung méi chuyén ubiquitin dén
muc tiéu [114].

A C=E

. ‘e . - . . od
plZp« 7 ENW [ 925 T EEEN %ZE:.E:]
Vi tr gen SFRP2 trén NST s0 4
(vitri 4q31.3: 153.780. 591-153. 789, 083)

B - piz D +
Vi tri gen RNF180 trén NST 56 5
(vitri 5q12.3: 64.165, 843-64. 372, 869)

Hinh 1.8. Vi tri gen SFRP2 trén NST sb 4, RNF180 trén NST s6 5
* Nguon: Genome assembly: GRCh38.p13 (GCA_000001405.28)
A. Gen SFRP2 B. Gen RNF180
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1.7. Nghién ctru vé tinh trang methyl héa ADN trong ung thw

1.7.1. Nghién ciru vé methyl héa gen SFRP2, RNF180 trong ung thuw biéu mé
da day trén thé gici

1.7.1.1. Nghién citu vé methyl hda gen SFRP2 Vi ung thur biéu mod dg day

- Cheng Y. Y. va CS (2007) nghién ctu tinh trang methyl héa cuaa 4 gen
trong ho SFRPs thiy, biéu hién cia gen SFRP2 giam dang ké trong mau md
UTBMDD so véi mau mé khong ung thu lién ké, vai p<0,01. Methyl hda gen
SFRP2 phét hién ¢ 73,3% mau md UTBMDD, 37,5% mau md loan san va 20%
mau md binh thuong 1an can. Biéu tri bang thuéc demethyl hoa da khoéi phuc
biéu hién cia gen SFRP2 trong cac dong té bao UTBMDD. Nghién ciu ciing
ghi nhan methyl hda gen SFRP2 & 66,7% mau huyét tuong ctia bénh nhan ung
thu, va khdng thdy ¢ nguoi binh thuong. Két luan, methyl hoa 1am bat hoat gen
SFRP2 1a sy kién xay ra som, 1a nguyén nhan phat sinh UTBMDD va c6 thé 1a
dau chuan sinh hoc tiém nang dé phét hien UTBMDD [13].

- Nghién ctu cua Kinoshita T. va CS (2011) vé muc d6 biéu hién caa céc
gen SFRPs thay: biéu hién cua gen SFRP1 va gen SFRP5 giam dang keé trong
UTBMDD so véi mé da day binh thuwong, ¢ tinh trang tang methyl hoa gen
SFRP1 trong toan bd 35 mau md UTBMDD va md khong ung thu, ty 1&
methyl hoa gen SFRP2 1a 83% s6 m6 UTBMDD va 69% s6 mé binh thuong,
ty I¢ methyl héa gen SFRP5 la 43% va 54% & cac nhom twong ung [14].

- Zhang X. va CS (2014) nghién cuu tinh trang methyl héa gen SFRP2
trong huyét thanh cua 57 bénh nhan UTBMDD va 42 bénh nhan khéng ung
thu thdy: nhdm UTBMDD c6 ty Ié methyl héa gen SFRP2 1a 71,93%, nhom
khong ung thu co ty 1€ methyl hda gen SFRP2 la 42,86%. Nghién ctru ciing
ghi nhan khong c6 mdi lién hé y nghia giita methyl héa gen SFRP2 véi kich
thugc khdi u, do biét hda khdi u, di can hach ving, di cin ung thu va giai
doan ung thu. Két luan, methyl hda gen SFRP2 lam ting nguy co UTBMDD
véi OR= 2,65 (95% CI 1,08-6,49) [16].


http://hinarilogin.research4life.org/uniquesigstatic.pubmed.gov/uniquesig0/pubmed/?term=Cheng%20YY%5BAuthor%5D&cauthor=true&cauthor_uid=17848950
http://hinarilogin.research4life.org/uniquesigstatic.pubmed.gov/uniquesig0/pubmed/?term=Kinoshita%20T%5BAuthor%5D&cauthor=true&cauthor_uid=21830441
http://hinarilogin.research4life.org/uniquesigstatic.pubmed.gov/uniquesig0/pubmed/?term=Zhang%20X%5BAuthor%5D&cauthor=true&cauthor_uid=25202403
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- Nghién ctru cia Wang H. va CS (2017) trén 92 mau mé UTBMDD va
40 mau md da day lanh tinh nham xac dinh mdi lién quan gitra ddong methyl
hoa gen SFRP2 va gen DKK2 véi tién luong UTBMDD. Két qua nghién ciu
thay ty 1& methyl hoa trung binh gen SFRP2 14 27,63% (dao dong tir 9,00 dén
53,33%), methyl hda gen SFRP2 & mau UTBMDD cao hon cé y nghia so voi
mau chang. Két luan, ddng methyl hda gen SFRP2 va DKK2 c6 thé 1a chi dau
tiém nang cho tién luong UTBMDD [115].

- Nghién ctu cua Yan H. va CS (2020) trén 148 bénh nhan UTBMDD
nham xac dinh gia tri caa methyl héa gen SFRP2 trong tién lwong UTBMDD.
Nghién ctru da ghi nhan méi lién quan chat ché gitta methyl héa gen SFRP2
V61 giai doan di can hach (p<0,001), di can ung thu (p<0,001) va giai doan
ung thu (p<0,01) [116].
1.7.1.2. Nghién cizu methyl hda gen RNF180 Véi ung thi biéu md da day

- Cheung K. F. va CS (2012) nghién ctu tinh trang methyl hoa gen
RNF180 ¢ 198 mau mé UTBMDD, 20 mau mo da day c6 DSR va 23 mau md
da day ¢ nguoi khoe manh thay: ty Ié methyl hda gen RNF180 & mau mo
UTBMDD & 76% (150/198); & mau mé DSR la 55% (11/20); khong phét
hién methyl héa gen RNF180 & tit ca mau md da day nguoi khoe manh.
Nghién ctu ciing chi ra rang, UTBMDD methyl hoa gen RNF180 & cac vi tri
CpG (-116, -80, +97 va +102) c6 tién lwong xau. Két luan, gen RNF180 c6
chtrc niang @c ché khéi u théng qua su kim ché tang sinh té bao va gay chét
theo chuong trinh. Methyl hda gen RNF180 c6 thé la chi dau sinh hoc cho
chan doan UTBMDD, mét biéu hién gen RNF 180 c6 thé 1a tién lwong xau
cho bénh nhan UTBMDD [15].

- Zhang X. va CS (2014) nghién ctu tinh trang methyl héa gen RNF180
trong huyét thanh ciia 57 bénh nhan UTBMDD va 42 nguoi khong ung thu
thay: ty I¢ methyl hoa gen RNF180 ¢ nhém UTBMDD la 57,89% (33/57), ¢
nhoém khéng UTBMDD la 23,81% (10/42). Téc gia da xac nhan c6 mdi lién


http://hinarilogin.research4life.org/uniquesigstatic.pubmed.gov/uniquesig0/pubmed/?term=Zhang%20X%5BAuthor%5D&cauthor=true&cauthor_uid=25202403
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hé gitta methyl hda gen RNF180 véi kich thudce khéi u (p<0,05), véi do biét
hoa khdi u (p<0,05), giai doan di can hach (p<0,01), giai doan di cin xa
(p<0,05), va giai doan ung thu (p<0,05). Két luan, methyl héa gen RNF180
lam tang nguy co UTBMDD, véi OR= 3,528 (95% CI 0,54-0,86) [16].

- Nghién ctu cia Han F. va CS (2015) trén 513 mau mé thu duoc qua
noi soi, trong d6 c6 168 mau mo da day binh thuong, 186 mau mb viém teo
niém mac va 159 mau mé UTBMDD. Ngoai ra tac gia ciing nghién ctu trén
55 cap mau mo da day ung thu va mé da day lanh tinh lién ké tir phan da day
ung thu cat bo ¢ bénh nhan UTDD. Két qua nghién ctu cho thay, ty 1é methyl
hoa gen RNF180 ¢ nhom UTDD cao hon nhém viém teo niém mac da day
(p<0,021), ty I¢ methyl hoa gen RNF180 ¢ nhom viém teo niém mac da day
cao hon nhém chung (p<0,001). Nghién ctru cling chi ra khong cé su khac
biét vé& ty 1& methyl hoa gen RNF180 khi c6 nhiém H.pylori hoic khdng
nhiém H.pylori trong nhém UTDD va nhdém viém teo niém mac da day [117].

- Nghién cru cua Han F. va CS (2020) trén 164 bénh nhan UTDD thay,
ty Ié methyl hoa trung binh gen RNF180 & mau UTDD 1a 30% (dao dong tur
22% dén 48%) cao hon c6 ¥ nghia so v6i mau da day khong ung thu lién ké
(p<0,001). Nghién ctu ciing ghi nhan khéng c6 méi lién hé giira methyl hoa
gen RNF180 véi c4c yéu td nhu: tudi, gii, hat thude 14, di cin hach, do biét
hoa, thé mé bénh hoc theo Lauren, dd sdu xam 1an khdi u, di can ung thu va
giai doan ung thu [12].
1.7.1.3. Nghién cizu dong methyl hda gen SFRP2 va RNF180 Véi ung thu

biéu md da day

- Zhang X. va CS (2014) nghién ctu tinh trang methyl hda gen RNF180,
SFRP2 trong huyét thanh cua 57 bénh nhan UTBMDD va 42 ngudi khdng ung
thu thdy: nguy co UTBMDD ting 1én rat cao ¢ nhém dong methyl hda gen
SFRP2 va RNF180 véi OR= 5,57 (95% ClI 2,13-14,57). Két luan, d6ng methyl
hoa hai gen c6 thé 1a chi thi sinh hoc trong chan doan UTBMDD [16].


http://hinarilogin.research4life.org/uniquesigstatic.pubmed.gov/uniquesig0/pubmed/?term=Zhang%20X%5BAuthor%5D&cauthor=true&cauthor_uid=25202403
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1.7.2. Nghién ciru vé tinh trang methyl héa mét sé gen & Viét Nam

- Nghién ciru caa Dimberg J. va CS (2013) vé tinh trang methyl héa gen
APC va gen IGFBP7 trén 49 bénh nhan ung thu dai trang thay ty 1¢ methyl
hoa gen APC la 44,9%, va gen IGFBP7 la 89,6% [118].

- Nghién ctu cia Truong Kim Phuong va CS (2015) trén 95 mau md
ung thu va va 20 mau mo lanh tinh thay ty 1é methyl hda gen GSTP1 14 43,2%
& mau mo ung thu v, va khdng thidy & mau mé lanh tinh [119].

- Nghién ctu cua Vi Thuat Thiang (2018) da ghi nhan ty & methyl hoa
gen RASSF1A ¢ nhém ung thu tién liét tuyén 1a 55%, ¢ nhom ting san tién
liet tuyén 1a 20%, tuy nhién su khac biét khong c6 ¥ nghia théng ké Véi
p>0,05. Két qua nghién ciu ciing chi ra mbi tuong quan cd y nghia giita
methyl hoa gen RASSF1A vai mot sé diac diém mé bénh hoc nhu d6 biét hoa,
tinh trang u x&m nhap day than kinh [120].

- Nghién cau cia Vii Lan Trang va CS (2018) trén 79 cip mau mo ung thur
- mau md lanh tinh lién ké cua bénh nhan ung thu va thay, ty 1& methyl héa gen
BRCA1, RASSF1A va GSTP1 lan luot la 58,23%, 74,68% va 59,49% mau mo
ung thu, trong khi ty Ié methyl hda gen BRCA1, RASSF1A va GSTP1 ¢ mau md
lanh tinh lién ké tuong ung 1a 51,90%, 63,29% va 35,44%. Theo c4c tac gia,
methyl hda gen BRCA1, RASSF1A va GSTP1 c6 thé la chi dau sinh hoc cho chan
doan va phan loai ung thu va & phu nit Viét Nam trong tuong lai [121].

- Nghién ciru cia Nguyén Ngoc Quang (2020) trén 139 bénh nhan ung
thu phoi thay, ty 1é methyl hoa cac gen EGFR, BRCA1, MGMT, MLH1 va
RASSF1A tuong ung la 23,7%, 29,5%, 33,1%, 20,1% va 29,5%. Tac gia ciing
chi ra ty 186 methyl h6a gen MGMT va RASSF1A cao hon ¢ khéi u di can, va
tinh trang methyl héa gen RASSF1A cao hon ¢ nhitng nguoi khdng hut thudc
va xay ra déng thoi vai methyl hda gen BRCAL va MLH1 [122].

Nhu vay, mic du ¢ sy khac nhau vé gen nghién ctu, cach thu thap mau

nghién ciu va loai ung thu nghién ctru trong cac nghién ctu cua cac tac gia o
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trong va ngoai nudc nhung két qua cac nghién ctu déu théng nhat ghi nhan
tinh trang tang methyl hoa cac gen nghién cau trong cac bénh ung thu. Mot s6
nghién ctru di chi ra mdi lién hé c6 ¥ nghia giita methyl héa gen SFRP2,
RNF180 véi UTBMDD, va methyl héa gen SFRP2, RNF180 ¢ thé 1a chi dau
sinh hoc nhiéu tiém nang trong chan doan, tién lwong UTBMDD. O Viét Nam
chua c6 nghién ctu vé tinh trang methyl héa gen SFRP2, RNF180 trong cac
bénh ung thu néi chung va UTBMDD ndi riéng cho nén can nghién ciru vé tinh
trang methyl hda gen SFRP2, RNF180 dé xac dinh méi lién quan giira methyl
hoa gen SFRP2, RNF180 véi UTBMDD la can thiét.



39

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru
2.1.1. Nhom nghién ciru
Bao gom 98 bénh nhan UTBMDD nguyén phat diéu tri phau thuat cit bo
khdi u tai Trung tdm phau thuat Tiéu héa - Bénh vién Quan y 103 tir thang
12/2015 dén thang 12/2018.
2.1.1.1. Tiéu chudn lia chon
- Bénh nhan UTBMDD c6 chi dinh phau thuat cat da day diéu tri triét can.
- Bénh nhan UTBMDD nguyén phat thé ruot hoac thé lan toa.
- Bénh nhan déng y tham gia nghién ctu.
2.1.1.2. Tiéu chuan logi trer
- Bénh nhan ung thu da day sau cit doan da day.
- Bénh nhan UTBMDD thi phat va/hoic c6 mot ung thu khac phéi hop.
- Bénh nhan UTBMDD d4 diéu tri bang hoa chat hoic xa tri.
2.1.2. Nhom chirng
- Bao gom 40 bénh nhan c6 chan doan 1a VDDMT bang noi soi da day
tai Bénh vién Dai hoc Y Thai Binh va xét nghiém mé bénh hoc tai khoa Giai
phau bénh - Bénh vién Quan y 103 tir thang 10/1018 dén thang 10/2019.
2.1.2.1. Tiéu chudn lya chon
- Bénh nhan ddng y tham gia nghién ctru, c6 do tudi tir 35 dén 85 tudi.
- C6 chan doan VDDMT trén néi soi da day.
- C6 chan doan mé bénh hoc 1a VDDMT.
2.1.2.2. Tiéu chudn logi trer
- Bénh nhan c6 bénh tim mach, hé hdp man tinh, xo gan, suy than man.

- Bénh nhan viém da day cap, xuat huyét tiéu hoa, loét da day-ta trang.
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2.2. Phuong phap nghién ciru
2.2.1. Thiét ké nghién ciru:

Nghién ciu tién ctu két hop hoi ciru, mé ta cat ngang c6 dbi chang.
2.2.2. C& mdu nghién ciru

U'6c luong ¢& mau dya trén ty I¢ cua nghién ciru trude theo cong thic:

_ ,p-(1—p)
n==2 T
Trong do:
- n: C& mau nghién cau
- Z1-0/2: Tri sb tuy thudc muae d tin cay cua uée luong. Voi do tin cay
14 95% thi Z1-a/2 =1,96 (a= 0,05).
- d: Ty 18 sai s6 cho phép. Udc luong sai s6 1a 10% (e=0,1).
- p: Du doan ty I¢ UTBMDD c6 methyl héa gen SFRP2, RNF180.
Theo két qua nghién ciu cua Zhang X. va CS (2014), ty Ié methyl hoa
gen SFRP2 1a 71,93%, ty Ié methyl hoa gen RNF180 la 57,89% [16].
Thay vao cong thtc udc luong ¢ mau:
- Theo ty I¢ methyl hoa gen SFRP2 :

n= 196 0,7193 (1-0,7193) _ 78
0,01

- Theo ty 1é methyl h6a gen RNF180:

n= 1962 0,5789 (1-0,5789) _ 94
0,01

Nhu vay, ¢& mau tbi thiéu caa nghién ctu 1a 94 bénh nhan UTBMDD.
Trong nghién ctru nay, chung téi chon 98 bénh nhan UTBMDD.
2.3. Quy trinh nghién ctru
2.3.1. Nhom nghién ciru

- Thu thap théng tin: Ho tén; tudi; gigi tinh.

- Tham kham 1am sang, bao gom:
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+ Hoi ly do vao vién: Dau thuong vi; sdt can; ndn, budn nén; xuat huyét
tiéu hoa; ly do khéc.

+ Hoi cac triéu ching co niang: Dau thuong vi; sut can; non, budn non;
xuat huyét tiéu hoa; day bung, ¢ hoi, ¢ chua; biéu hién khac.

+ Kham thuc thé tim céc triéu chiang: An thuong vi dau; cd truéng; gan
to; hach néach, hach thuong don, hach cd; u thuong vi.

- Thu thap két qua mot sb két qua can 1am sang:

+ Cong thicc mau ngay bénh nhan vao vién.

+ Chén doan ndi soi da day truéc mo:

° Vi tri ton thuwong: TAm vi; phinh vi; than vi; hang vi.

° Dang ton thuong: Dang sui; dang loét; dang tham nhiém; dang sti c6
tham nhiém; dang loét ¢ tham nhiém.

- Chan doén sau phau thuat: Chan doan giai doan M.
- L4y phan da day ung thu bi cat bo:

° L4y mau md tir khéi u (clng vi tri véi mau md 1am mé bénh hoc) 1am
xét nghiém methyl hda gen SFRP2, RNF180 bang k¥ thuat PCR dic hiéu
methyl véi cap moi dic hiéu methyl hda va khdng methyl hoa.

° Lay mau mé, xt ly, chuyén duc, cit, nhuom H&E dé chan doan thé
mod bénh hoc, giai doan xam lan khéi u.

- Hach viing: Chan doan mé bénh hoc giai doan di cin hach ving.
2.3.2. Nhom chirng

- Noi soi da day c6 chan doan VDDMT.

- Thu thap théng tin: Ho tén; tudi; gigi tinh.

- Sinh thiét niém mac da day tai ving t6n thuong, bao gom:

° Hai mau tai ciing vi tri dé chan doan mé bénh hoc.

° Hai mau (tai cuing vi tri 1ay mau mé bénh hoc) lam xét nghiém methyl
hoa gen SFRP2, RNF180 bang k¥ thuat PCR dic hiéu methyl voi cap moi
methyl hoa va khdng methyl héa.
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2.4. Héa chit, vat tw, trang thiét bi sir dung trong nghién ciru
2.4.1. Héa chit, vit tu, thiét bi ditng cho néi soi da day

- Dung dich sét khuan dung cu Cidex OPA.

- Dung dich ¢6 dinh bénh pham formol 10%.

- Kim sinh thiét FB-25K-1 (hdng Olympus Nhat Ban).

- Ong dyng mau sinh thiét c6 nap day kin, c6 dan nhan ghi tén, tudi bénh
nhan, ngay, gio thuc hién.

- Binh chtra nito long.

- Hé thdng noi soi da day OLYMPUS CV-170 (Nhat Ban)

.

Hinh 2.1. Hé thdng ndi soi da day OLYMPUS CV-170 (Nhat Ban)

2.4.2. Héa chit, vit tu, thiét bi ditng cho xét nghi¢gm mé bénh hoc

- Dung dich formol @ém trung tinh 10%.

- Con 80°, 90°, 100°.

- Dung dich Hematoxylin Harris.

- Con acid 0,5%.

- Dung dich Lithium-Carbonate b&o hoa.

- Dung dich Eosin 1%.

- Dung dich Xylen.

- 3 bé Xylen danh sé thir tu I, 11, 111.

- Kinh hién vi quang hoc véi cac d6 phong dai tir 40 - 400 lan.
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- May xtr ly mé Leica ASP 200S (hang Leica Biosystems-brc).

- May duc parafin Leica EG 1160 (hang Leica Biosystems-Dc).

- May cit bénh pham Leica RM2125 (hdng Leica Biosystems-Duc).
- May dan manh cat Leica 5030 (hang Leica Biosystems-buc).

e / e

Hinh 2.3. May duc parafin

Hinh 2.2. May xu ly mo
Leica ASP 200S (Drrc) Leica EG1160 (buc)

Hinh 2.4. May cit tiéu ban Hinh 2.5. May dan tiéu ban
Leica RM2125 RTS (D) Leica CV5030 (Piic)
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2.4.3. Héa chit, vit tw, thiét bi ditng cho xét nghiém methyl héa

2.4.3.1. CAc cdp mai sir dung

- Cap mdi nhan gen S-globin c6 trinh tu nucleotid nhu trinh bay tai Bang

2.1 duogc thiét ké bang phan mém primer3plus, sau d6 dit hang Intergrated

DNA Technologies (M¥) tong hop.

- Trinh tu c4c cap mdi dic hiéu methyl hoa va khong methyl héa gen
SFRP2 tham khao tur nghién ciru cua Zou H. va CS (2005) [123], gen RNF180
tham khao tur nghién ctru cia Cheung K. F. va CS (2012) [15] nhu trinh bay

tai Bang 2.1 duoc tong hop boi hang Intergrated DNA Technologies (M¥).

Bang 2.1. Trinh tu cac cap moi sir dung trong nghién ciru

Cap moi Trinh tw nucleotid (5° - 3°) Kich
thuaoc

Trinh tee cap méi déc hiéu nhan gen -globin
S-globin F TGTCAGAAGCAAATGTAAGCAAT
p-globin R GTTGGCCAATCTACTCCCAG 97bp
Trinh te cap méi déc higu methyl, khdng methyl gen SFRP2, RNF180
RNF180 MF GGAGAAAAATTTTTTTACGGTTTC
RNF180 MR CACGTCTACGAATTCCCAC 109bp
RNF180 UF | AGGGAGAAAAATTTTTTTATGGTTTT
RNF180 UR CACATCTACAAATTCCCACCC 109bp
SFRP2 MF GGGTCGGAGTTTTTCGGAGTTGCGC
SFRP2 MR CCGCTCTCTTCGCTAAATACGACTCG 138bp
SFRP2 UF | TTTTGGGTTGGAGTTTTTTGGAGTTGTGT
SFRP2 UR | AACCCACTCTCTTCACAAATACAACTCA 143bp

2.4.3.2. Hoa chat cho kyj thugt PCR
- Master mix chay kiém tra bisulfit: GoTaq Green Matermix 2X (dNTPs,
Tag polymerase, MgCL2, buffer) (hdng Promega - M¥).

- Master mix chay MSP: EpiTect MSP Master Mix (hdng Qiagen - buc).
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- Nudce da khi ion.

- Hoa chat chay dién di: Agarose, TBE 1X, ethidium bromide.
2.4.3.3. Kit tach chiét mo va chuyén bisulfit

- Kit tach chiét ADN tir mau md UTBMDD, VDDMT: QlAamp DNA
Blood Mini kit (hang Qiagen-buc).

- Kit xur ly bisulfit: EpiTect Bisulfite kit (hdng Qiagen-bc).
2.4.3.4. Vdt tu, trang thiét bi, may moc

- Buong thao tac ADN.

- May c6 dac ADN Speed vac Eppendorf AG 5305 (Puc).

- May do @6 tinh sach ADN Quikdrop Spectroprotometer (M¥).

- May PCR Eppendorf ProS (My).

- May dién di Mupid-one (Nhat Ban).

- May soi va chup anh dién di UPV Biodoc-1t (MY).

- May ly tam thuong, may ly tam lanh.

- Micropipet cac loai:1pl, 10ul, 200pul, 200ul, 500pl, 1.000pl.

- Binh nito 16ng, 6ng Eppendorf, tip pipet cac loai, dng fancol 15, 50ml.

Hinh 2.6. May ly tdm Eppendorf Hinh 2.7. May do d¢ tinh sach
AG5452 (My) ADN Quikdrop (My)
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Hinh 2.8 May PCR Eppendorf Hinh 2.9. May dién di
ProS (M3) Mupid-one (Nhat Ban)

2.5. Quy trinh ky thuat thyc hién trong nghién ciru
2.5.1. Ngi soi da day, ldy méu sinh thiét chdn dodn mé bénh hoc, methyl hda
2.5.1.1. Chudn bi may ngi soi, kim sinh thiét va bénh nhan

- Bénh nhan nhin an t6i thiéu 06 gid trude khi ndi soi.

- BN duoc giai thich ki vé loi ich, tai bién c6 thé xay ra trong qué trinh
thuc hién tha thuat.

- Chuan bi may noi soi, kim sinh thiét FB-25K-1, dng dung mau sinh
thiét c6 dan nhan, binh chta ni to long.
2.5.1.2. Tién hanh ngi soi va sinh thiét

Bénh nhan nam nghiéng trai, chan trai dudi, chan phai co, dau hoi cao va
hoi cti. Bat ngam miéng vao gitra hai cung rang, bao bénh nhan ngam chat.
Pua ng soi qua miéng vao thuc quan. Sau khi qua thuc quan, day éng soi
ludn qua tdm vi, bom hoi va quan sat ki niém mac hang vi va 16 mon vi, xac
dinh tén thuong, chup anh. Tiép tuc diéu chinh éng soi qua 16 mén vi, quan
sat niém mac hanh ta trang, ta trang. Sau khi quan sat ky niém mac hanh ta
trang, ta trang thi rat dng soi ra. Khi rat dng soi ra dén hang vi, thuc hién ky

thuat soi nguoc dé quan sat bo cong 1on va vang phinh vi. Tra éng soi vé tu
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thé thang, diéu chinh dng soi vé cac vi tri hang vi, than vi dé sinh thiét niém
mac da day [124], [125].

- LAy mau sinh thiét niém mac da day dé xét nghiém MBH va methyl hoa
(04 mau tai ving ton thuong, trong d6 2 mau tai clng vi tri 1am xét nghiém
MBH, hai mau tai cing vi tri 1am xét nghiém methyl héa) [125], [126], [127]:

+ Hang vi: Cach 16 mon vi tur 3-5cm.

+ Than vi: Cach tam vi 10cm.

- Yéu cau voi mau sinh thiét: La mo séng khong phai 1a chat nhay.

- MAu 1am xét nghiém md bénh hoc: Puoc ¢b dinh bang dung dich
formol dém trung tinh 10%, sau d6 gui dén khoa Giai phau bénh-Bénh vién
Quan y 103 xt ly, chuyén duc, cat, nhuom H&E, doc két qua.

- Mau 1am xét nghiém methyl hoa: Dat vao ng Eppendorf, bao quan &
nhiét ¢6 &m 20°C, chuyén dén Labo Sinh hoc phan ti-Boé mén Sinh hoc va Di
truyén Y hoc-Hoc vién Quan y.

2.5.2. Xit Iy mé, nhudm tiéu ban, doc két qua mé bénh hoc

- Phau tich bénh pham tir phan da day ung thu bi cat bo lay mau dé chan
doan md bénh hoc, xét nghiém methyl hoa theo quy trinh ky thuat chuyén
nganh Giai phau bénh, té bao hoc cua Bo Y té [128].

Do gisi han cua nghién ctiu, cho nén bénh pham duoc lay nhiéu mau co
kich thudc khoang 1cm?® tai khéi u, sau d6 phén tach thanh hai mau mé twong
duong nhau:

° Mau md lam xét nghiém methyl hoa dugc cho vao lo riéng ¢ dan nhan
ghi tén, tudi bénh nhan, va bao quan & nhiét &6 am 20°C cho dén khi két qua
md bénh hoc ctia mau md (lay cing vi tri) xac dinh 13 UTBMDD thi duoc
chuyén sang Labo Sinh hoc phan tir - Bo mén Sinh hoc va Di truyén Hoc vién
Quan y lam xét nghiém methyl hda.

° Mau mé 1am xét nghiém mé bénh hoc sé tién hanh cac budc theo quy

trinh xét nghiém mé bénh hoc.
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- Xét nghiém mé bénh hoc:

° Cit 04 lat qua thanh da day ¢ trung tdm khéi u va viing niém mac xung
quanh (liy theo hét bé day thanh da day c6 u).

° Hach vung hoac nhém hach.

+ C6 dinh mau mé sau phau tich bang dung dich forrmol trung tinh 10%.

+ Xu Iy miu md bang may xir ly mdé Leica ASP200S (hdng Leica
Biosystems-Durc).

+ Puc parafin bang may Leica EG1160 (hdng Leica Biosystems-Duc).

+ Cat bénh pham voi d6 day 3 um bang may Leica RM2125 RTS (hidng
Leica Biosystems-Drrc).

+ Nhuom H&E theo cac budc:

° Tay parafin trong 3 bé Xylen I, II, 11, mdi bé 3-5 phit. Sau d6 khu
Xylen trong 3 bé con 100°, 90°, 80°, mdi bé nhiing 20 lan hoic dé tir 2 phut.

° Rtra dudi voi nude chay nhe nhang trong 5 phut.

° Nhuém nhan bang Hematoxylin Harris trong thai gian tir 3- 5 pht.

° Rtra dudi voi nudc chay trong 5 phut.

° Kiém tra mau ctia nhan qua kinh hién vi.

° Biét hoa qua con acid 0,5% vai giay.

° Rira dudi voi nudce chay 5 phut.

° Lam xanh nhan trong dung dich Lithium-Carbonate bao hoa 1 phut.

° Rtra dudi voi nudc chay 5 phut.

° Nhuoém bao twong bang Eosin 1% trong thoi gian 30 gidy dén 1 phut.

° Rira nhanh duéi voi nudc chay.

° Loai nuéc, pham thira: nhing tiéu ban lan lugt qua cac lo con 90°, 100°.

° Lam trong tiéu ban bang Xylen va gan lamen bang keo gan.

- Dan manh cat bang may Leica 5030 (hang Leica Biosystems-buc).

- Nhan dinh t6n thuong: Duéi kinh hién vi c6 d6 phong dai 40-400 lan.
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2.5.3. Xét nghigm methyl héa bang ky thudt PCR dic hiéu methyl (MSP)
2.5.3.1. Buoc 1: Tach chiét ADN va xdc dinh néng dé, do tinh sach ADN

- Tach chiét ADN tir mau mé bang bo kit QlAamp DNA Blood Mini kit
(hdng Qiagen-Puc) theo hudng dan ciia nha san Xuat.

- Luong ADN thu duoc sau khi tach chiét dugc kiém tra nong do, do tinh
sach bang may Quick drop, luu trit & nhiét d6 &m 20°C dén khi xtr ly bisulfit.,
2.5.3.2. Buoc 2: X ly bisulfit

- Lugng ADN tach chiét tir mau mo duogc xu ly bisulfit bang Kit Epitect
Bisulfite kit (hdng Qiagen-Puc) theo hudng dan cua nha san xuat.

- Panh gia qua trinh xtr 1y bisulfit: Luong ADN tong s thu duoc sau xur ly
bisulfit ding lam khudn cho phan wng PCR véi cip moi nhan gen p-globin
(Bang 2.1).

- Lugng ADN thu dugc sau xu ly bisulfit duge Iuu trit & nhiét d6 am
20°C dé lam xét nghiém PCR v&i cac cap mdi dic hiéu methyl.
2.5.3.3. Buoc 3: Ky thudgr PCR dac hiéu methyl.

Str dung cac cap moi dic hiéu methyl hoa va khdng methyl héa gen
SFRP2, RNF180 duoc tong hop bai hdng IDT-My (Bang 2.1)

- Thanh phan phan tng PCR sau khi dugc diéu chinh va téi vu: 12,5 ul
Mastermix; 0,5 pl mdi moi; 2 ul ADN da duoc xtr ly bisulfit; H20 vira da dé
téng thé tich phan ang 12 25 pl.

- Chu trinh nhiét caa phan ung PCR dac hiéu methyl:

+ Gen SFRP2: Ban dau, 95°C trong 5 phut, sau d6 1ap lai 35 chu ky Vi
chu trinh nhiét: 95°C trong 30 gidy, 55°C trong 60 giay, 72°C trong 30 giay,
va két thiic & 72°C trong 10 phut.

+ Gen RNF180: Ban dau, 95°C trong 5 phut, sau d6 13p lai 35 chu Ky V6i
chu trinh nhiét: 95°C trong 30 gidy, 55°C trong 60 giay, 72°C trong 30 giay,
va két thiic & 72°C trong 10 phut.
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2.5.3.4. Buoc 4: Dién di

- Pién di duoc str dung dé xac dinh sy c6 mat cia ADN, ddng thoi phan
biét sy khac nhau vé kich thudc giita nhitng doan ADN quan tam.

- San pham PCR duoc dién di kiém tra trén gel Agarose trong 30 phit
v6i hiéu dién thé 100v va cuong do dong dién 100mA, nhuém Ethidium
bromide, soi UV, chup anh va phan tich két qua.

QUY TRINH THUC HIEN KY THUAT MSP

Mau md Tich chiét
UTBMDD, VDDMT ﬁ

N PCR véi
Diéndi méi dic hiéu

PHAN TICH
KET QUA

Hinh 2.10. So db cac budc tién hanh caa phuong phap MSP
2.6. Chi tiéu nghién ciru
2.6.1. NNOM ung thuw biéu mé dg day
- Pdc diém gidi tinh, tugi:
+ Xac dinh ty 16 UTBMDD ¢ nam va & ni.
+ Xéc dinh ty 16 UTBMDD theo nhém tudi: <40; 40-49; 50-59; 60-69; >70.
+ Xac dinh ty Ié UTBMDD theo nhém <60 tudi, va >60 tudi.
- Pdc diém 1am sang:
+ X4c dinh ty l& cia mdi triéu chang la ly do bénh nhan vao vién.

+ Xac dinh ty Ié ciia mdi triéu chimg toan than, co ning, thuc thé.
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- Két qua chan dodn néi soi da day:

+ Xac dinh ty & cta ting vi tri ton thuong.

+ Xéc dinh ty 18 cua ting dang ton thuong.

- Xdc dinh ty 1é bénh nhan UTBMDD ¢4 thiéu mau.

- Bdc diém mé bénh hoc:

+ Xac dinh ty 1& cac thé md bénh hoc theo phan loai Lauren (1965).

+ Xac dinh ty 1& cac thé md bénh hoc theo phan loai WHO (2000).

+ Xac dinh ty 1€ cac giai doan T, N theo phén loai AJCC (2010).

+ Péanh gia sy phan bd giai doan di can hach theo giai doan xam lan khdi u.

- Xdc dinh ty 16 UTBMDD ¢6 di cén xa theo chdn dodn phdu thudt.

- Xac dinh ty ¢ cac giai doan ung thu theo phén logi AJCC (2010).

- Péc diém methyl hoa gen SFRP2, RNF180:

+ Xac dinh ty 1& methyl hoa va khong methyl héa gen SFRP2, RNF180.

+ Xac dinh ty 18 dong methyl hda hai gen SFRP2 va RNF180 ¢ nhom
bénh nhan UTBMDD.

+ Xac dinh méi lién quan gitra methyl héa gen SFRP2, RNF180, dong
methyl hda 2 gen véi cac yéu to tudi, gisi tinh cia bénh nhan UTBMDD.

+ Xac dinh mdi lién quan gitra methyl hda gen SFRP2, RNF180, dong
methyl hda 2 gen véi vi tri ton thuong, dang ton thuong UTBMDD.

+ Xac dinh mdi lién quan gitra methyl hda gen SFRP2, RNF180, dong
methyl héa 2 gen véi thé md bénh hoc theo phan loai Lauren (1965), phan
loai WHO (2000).

+ Xac dinh mdi lién quan gitra methyl héa gen SFRP2, RNF180, dong
methyl hoa 2 gen vdéi cac giai doan TNM, giai doan ung thu theo phan loai
AJCC (2010).

2.6.2. Nhom viém da day man tinh

- Pdc diém vé gidi tinh, tudi:

+ Xac dinh ty 16 VDDMT & nam va ¢ nir.
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+ Xac dinh ty 16 VDDMT theo nhém tudi <40; 40-49; 50-59; 60-69; >70.

+ Xac dinh ty 16 VDDMT theo nhém <60 tudi, va >60 tudi.

- Chdn dodn md bénh hoc: Viém da day man tinh.

- Ddc diém methyl hoa gen SFRP2, RNF180: Xac dinh ty 186 methyl hoa
gen SFRP2, RNF180.

2.7. Tiéu chuin danh gia
2.7.1. Chdn dodn thiéu mdu

Khoi lugng huyét sac té <120g/lit.
2.7.2. Vi tri gidgi phéu da day

- Tam vj: Nam trong khoang lcm trén dén 2cm dudi duong ndi thuc
quan-da day.

- Khéng thugc téam vi:

+ Phinh vi: L& phan phinh to hinh chém cau, ¢ bén trai 16 tam vi.

+ Than vi: Néi tiép phia dudi phinh vi, hinh ong, c6 hai bo la bd cong
I6n va bo cong nho.

+ Hang vi: Tiép ndi véi than vi, chay sang phai va hoi ra sau.

2.7.3. Hinh dnh ni soi Viem niém mac da day

Chan doan VDDMT trén ndi soi theo phan loai Sydney [125], [127]

- Viém da day phi né xung huyét: Nhimg dam xung huyét, trén c¢é nhiing
hat nho li ti, niém mac mat tinh chat nhan bong, do6i khi thdy dam xuat tiét.
Niém mac mun va c6 nhitng cham do chay doc viing hang vi téi 16 mon vi.

- Viém da day trao nguoc dich mat: Niém mac xung huyét do ruc, c6
dich mat trao nguoc qua 16 mon vi.

- Viém da day trot phang: C6 it hay nhiéu vét trot néng phang, day co
mang to huyét phu. Vét trot ¢ thé tao thanh mot duong bao quanh 15 mdn vi.

- Viém da day trot 16i: Viém trot 16i 1&n trén niém mac nhu hat dau, tap

trung doc theo cac nép niém mac.
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- Viém da day teo: Thay c4c mach mau ndi rd ngay khi chua bom hoi,
niém mac da day nhat mau, cac nép niém mac teo mong.

- Viém da day chay mau: Nhitng chdm chay méau nho mau do, hoic nau
sam. Nhitng mang mau den trén niém mac pht né, c6 thé thiay mau trong da day.

- Viém da day phi dai: Nép niém mac thd, to, cac nép niém mac chong
1én nhau, trén dinh cac nép niém mac c6 trot néng.

2.7.4. Hinh dnh néi soi ung thw biéu mé da day tién trién

Hinh anh dai thé trén noi soi ctia ung thu biéu mé da day tién trién [20]

- Dang loét: Ton thuong thuong 16n, ¢6 khi duong kinh dén 10cm. Loét
thuong & trung tam ton thuong, bo tén thuong gd ghé, ndi cao trén nén niém
mac da day xung quanh, nén 6 loét thudng c6 nhimg diém chay mau ri ra.

- Dang sui: U c6 ranh giéi rd, phat trién 16i vao trong long da day. U
gidng nhu mot polyp ¢ cudng hoic thuc sy 1a polyp bi ung thu héa. BE mat u
¢ nhitng nht nho, dé chay méau. Nén khdi u ¢ chan rong, gidng nhu mot céi
niam. Khi khdi u chiém mét dién Ion bé mat niém mac da day, nhitng nhd nho
tré thanh khéi si gidng nhu kiéu sui stp lo, bd u khong déu (c6 céc ranh 16i
16m) do chd bi hoai tir bi rung di gay chay mau ri ra.

- Dang tham nhiém: ¢6 hai dang

+ Loét tham nhiém: Khéi u vira c6 ton thuong loét, vira ¢6 ton thuong
tham nhiém. Loét khdng co6 gisi han, bo loét xen k& voi niém mac lanh, day
loét xam lan thanh da day tao thanh mang cting, mat nhu dong.

+ Thé xo dét: Thoi ky som, thanh da day day 1én nhu dang viém kém xo
hoa. Khi ung thu phat trién, thanh da day day Ién, niém mac c6 nhitng nép
nhin song song theo chiéu doc da day va cac vét xudc hay loét nho.

- Dang sUi ¢4 tham nhiém: Tén thuong két hop dang sui va tham nhiém.
2.7.5. Chin dodn mé bénh hoc
2.7.5.1. Chdn dodn thé md bénh hoc

- Theo phén loai Lauren (1965) [20], [95]
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+ Thé rudt: Bao gdm cac tuyén loai rudt tan san, gidng ung thu biéu mod
tuyén dai trang. Té bao u dinh lién nhau, thudng chia khéng bao nhay & cuc
ngon, c6 thé ¢ ca chat nhay trong 16ng tuyén.

+ Thé lan téa: Thuong khong tao thanh tuyén ma phan tan thanh dam
hay riéng lé ting té bao trong céc 1op thanh da day. M6 dém xo héa nhiéu lam
thanh da day day I&n.

- Theo phan loai WHO (2000) [20], [96]

+ UTBMT thé 6ng nho: Gom cac ong don thuan hoic chia nhanh, doi
khi c6 cé4c cau tric nang nho giong nhu té bao tuyén hang vi. Cac tuyén co thé
gidn thanh nang va chira chit nhay hoic viém hoai tir. Céc té bao u hinh try,
hinh khéi hodc det chira luong chat nhay noi bao khac nhau.

+ UTBMT thé nhay: Céc tuyén thuong gidn thanh nang va c6 thé pha v
tran vao té chirc k& tao thanh bé chat nhay. Déi khi gip cac té bao hinh nhan,
néu sé luong té bao nhan chiém trén 50% thi xép thanh UTBM té bao nhan,
nguoc lai thi xép vao UTBM tuyén nhay.

+ UTBMT thé té bao nhan: Thanh phan chua yéu la té bao nhin chira chat
nhay noi bao (chiém trén 50% cac té bao khdi u).

+ UTBMT thé khong biét héa: Cé duéi 5% ciu trdc tuyén, hodc mat sy biét
hoda vé cau trdc va chiic ning, gdm cac dam té bao day dic té bao u hoic thé u
dinh nhau.

+ UTBMT thé nh(: Gom cac cau tric biéu md dang ngén tay voi 18i xo-
mach; cac nhli nay cd thé manh va pha bai mot 16p té bao biéu md phu. Cac
té bao u hinh try hoic 1ap phuong, nhan & cuc day.

+ UTBMT thé té bao vay: Té bao vay phat sinh tir cac 6 di san vay, cO
thé phat sinh tir cac té bao tru.

+ UTBMT thé tuyén vay: C4 su biét hda vay, cau stng, cau ndi gian bao.

+ UTBMT thé té bao nho: Té bao khéi u c6 khuynh huéng tao thanh céc

dam, day, bé hoic thé dang nang, dugc cac dai manh t6 chuc lién két mach
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maéu chia tach. Céc té bao u giéng nhu lympho bao nhé hoic loai té bao trung
gian, dic trung boi té bao da dién hoic dang thoi, bao twong hep, nhan ting
sic vai chat 16 rd - thuong biéu hién nhan co duong go.
2.7.5.2. Chdn dodn md bénh hoc viém da day mgn tinh
Do diéu kién va muc dich st dung trong nghién cau nay, két qua mo
bénh hoc chi danh gia ¢6 viém man tinh hay khéng cé viém man tinh; c6 viém
teo hay khéng cé viém teo va cé DSR hay khéng c6 DSR:
- CO ton thuong viém man tinh: Gia tang s6 lugng bach cau lympho va
tuong bao trong mo dém [126].
- CH viém teo: Giam sb luong tuyén & hang vi hoac than vi.
- C6 DSR: Khi té bao bidu mo tuyén cé nhiy bi thay thé boi té bao biéu
mo rudt [126].
2.7.5.3. Chdn dodn giai dogn TNM
Chan doan giai doan xam lan khéi u, giai doan di cin hach viing va giai
doan di can ung thu theo phén loai AJCC (2010) [97]
- Giai doan xam lan khéi u nguyén phat - T (primary tumor)
+ Tx: Khong danh gia duoc u nguyén phat.
+ T0: Khdng c6 u nguyén phat.
+ Tis: Ung thu tai chd.
+ T1: U khu trd ¢ 16p niém mac, co niém va/hoac dudi niém mac.
° T1a: U xam lan dén I6p niém mac hodc co niém.
° T1b: U xam lan 16p dudi niém mac.
+ T2: U lan t6i 16p co.
+ T3: U xam 1an mo lién két dudi thanh mac, chwa xam 1an phic mac
tang hozc cau trdc Ian can.
+ T4: U xam lan thanh mac (phic mac tang) hoic vao cau tric 1an can.
° T4a: U xam lan thanh mac.

° T4h: U xam I4n cAu trdc 1an can.
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- Giai doan di can hach vung - N (regional nodes)

+ Nx: Khong danh gia dugc di can hach vung.

+ NO: Khong di can hach vung.

+ N1: Di can 1-2 hach vung.

+ N2: Di can 3-6 hach vung.

+ N3: Di can > 7 hach vung.

° N3a: Di céan 7-15 hach vung.
° N3b: Di can > 16 hach vung.

- Giai doan di can ung thu - M (Metastases)

+ MO: Khong c6 di cén xa.

+ M1: C6 di can xa.
2.7.5.4. Chan dodn giai doan ung thie

Chéan doan giai doan ung thu ¢ bénh nhan UTBMDD theo tiéu chuan
phan loai caia AJCC (2010) [97]

- Giai doan 0: TisNOMO.

- Giai doan |A: TINOMO.

- Giai doan I1B: T2NOMO; T1IN1MO.

- Giai doan 1HA: T3NOMO; T2N1MO; TIN2MO.

- Giai doan I1B: T4aNOMO; T3N1MO; T2N2MO; TIN3MO.

- Giai doan HHIA: T4aN1MO; T3N2MO; T2N3MO.

- Giai doan 111B: T4AbNOMO; T4bN1MO; T4aN2MO; T3N3MO.

- Giai doan IlIC: T4aN3MO; T4bN2MO; T4bN3MO.

- Giai doan IV: Bét ctr giai doan T nao, bat ctr giai doan N nao, M1.
2.7.6. Xét nghi¢m methyl hoa gen SFRP2, RNF180

- Panh gia ndng do va do tinh sach cua lugng ADN thu duoc sau tach chiét
bang may do d6 tinh sach ADN Quikdrop Spectroprotometer (M) theo quy
trinh sir dung caa nha san xuat. Chat luong ADN dam bao cho xu ly bisulfit khi:

+ Chi s6 nong do cua ADN: Tir 1ng-2ug trong téng thé tich 20pl.
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+ Chi s6 d tinh sach A260/280: Tir 1,9-2,0.

- Panh gia chét luong xir ly bisulfit ADN thu duogc sau tach chiét:

+ Trudc xu ly bisulfit:

° Chat lugng ADN dam bao cho xir ly bisulfit khi hinh anh dién di thay
Xuét hién bang dién di c6 kich thudc 97bp.

° Chit lugng ADN khong dam bao cho xir Iy bisulfit khi khdng thdy xuat
hién bang dién di c6 kich thudc 97bp.

+ Sau xu ly bisulfit:

° Xir ly bisulfit xay ra hoan toan khi hinh anh dién di khong xuat hién
bang dién di c6 kich thudc 97bp.

° Xir ly bisulfit knéng hoan toan khi hinh anh dién di xuét hién bang
co kich thudc 97bp.

- Banh gia tinh trang methyl hoa gen SFRP2:

+ C6 methyl hda gen SFRP2 khi hinh anh dién di san pham PCR sir dung
cap mdi methyl hoa xuat hién bang dién di c6 kich thudc 138bp.

+ Khéng methyl hda gen SFRP2 khi hinh anh dién di san pham PCR sir
dung cap mdi khdng methyl hoa xuat hién bang dién di c6 kich thudc 145bp.

- Panh gia tinh trang methyl héa gen RNF180:

+ C6 methyl hoa gen RNF180 khi hinh anh dién di san pham PCR st
dung cap moi methyl héa xuat hién bang dién di co kich thudc 109bp.

+ Khdng methyl héa gen RNF180 khi hinh anh dién di san pham PCR st
dung cap moi khdng methyl hoa xuat hién bang dién di c6 kich thudc 109bp.
2.8. Xir 1y s6 liéu

- C4c dir liu dugc ma hoa, nhap liéu bang phan mém EpiData 3.1, xir ly
s6 liéu bang phan mém théng ké SPSS v22.0.

- Gi4 tri céac chi sé duoc trinh bay dudi dang sé luong, ty 1& %, gia tri
trung binh (z d6 léch chuan).

- Banh gia nguy co: C6 nguy co khi OR >1 (95% CI).
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- So sénh cac ty 1€ (khoang tin cay 95%): Str dung test Khi binh phuong;
truong hop bién sb ¢6 sé lwong mau nhé hon 5, sir dung test Fisher’s Exact.

- Su khéc biét c6 ¥ nghia thdng ké khi p<0,05.
2.9. So' dd nghién ciru

NHOM BENH

NHOM CHUNG
UTIBMDD (n=98) Nbi soi ¢6 hinh nh
[ VDDMT (n=40)
PHAU THUAT Chén doiin :
CAT DA DAY GP dicin UT SINH THIET
S
=
Khai thic hdi ciru Chén doan MBH XN Methyl hoa Chan doin
- Triéu chimg LS - Thé MBH theo Lauren Mo bénh hoc
- Diic diém ndi soi - Thé MBH theo WHO - ge“ gﬁ; , VDDMT
- XN cong thitc mau | |- Giai doan T, N - ben
MGéi lién quan (MLQ)
MLQ

Hinh 2.11. So db nghién cau
2.10. Vén dé y dic

Toan bo bénh nhan trong nghién ciu duoc giai thich ré vé muc dich, y

nghia ctia nghién ctu, ddng y tham gia nghién cau.
+ Bénh nhdn ung thu da day:

Cac mau xét nghiém methyl héa va md bénh hoc duogc ldy tir phan da
day ung thu bi cit bo, bénh nhan khdng phai tra chi phi cho cac xét nghiém
nay cho nén khdng gay anh hudng toi nguoi bénh.

+ Bénh nhan viém dg day man:

Két qua MBH la tiéu chuan vang cho chan doan VDDMT. Khi tham gia
nghién cttu, bénh nhan khong phai tra chi phi xét nghiém MBH va methyl héa
nhung duoc sir dung két qua xét nghiém MBH va methyl héa (néu can).

Do do, nghién cttu nay khéng vi pham y duc trong nghién ctru khoa hoc.



3.1. Pic diém chung

3.1.1. Pdc diém vé gidi tinh
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CHUONG 3
KET QUA NGHIEN CUU

Bang 3.1. Ty Ié ung thu biéu md da day va viém da day man tinh

theo gidi tinh
o Nhom UTBMDD Nhom VDDMT
Giéi tinh 3 . P
Solwong | Ty I€ (%) | So lwgng | Ty I€ (%0)
Nam 68 69,39 27 67,50
N 30 30,61 13 32,50 >0,05
Téng 98 100 40 100

Ty 1€ nam trong nhom UTBMDD la 69,39%, nhém VDDMT la 67,5%;
ty 1€ nit trong nhém VDDMT la 32,5%, nhém UTBMDD la 30,61%, p>0,05.
Trong nhom UTBMDD, ty I1¢ nam/nit = 2,3/1.

3.1.2. iic diém vé tuoi

Bang 3.2. Ty I& ung thu biéu md da day va viém da day man tinh

theo nhom tudi

] . Nhém UTBMDD Nhém VDDMT
Nhom tuoi - ; P
So lwong | Ty I€ (%) | So lwgng | Ty Ié (%)
<40 3 3,06 2 50

40-49 7 7,14 4 10,0

50-59 30 30,61 9 22,50
>0,05

60 - 69 34 34,69 21 52,50

>70 24 24,49 4 10,0

Tong 98 100 40 100,0
Tudi trung binh 61,5 + 10,88 59,0 + 8,82 >0,05
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Tudi trung binh UTBMDD c¢6 xu hudng cao hon VDDMT (61,5 + 10,88
tudi so véi 59,0 + 8,82 tudi), véi p>0,05.

Su khéac biét vé cac do tudi <40, 40-49, 50-59, 60-69 va > 70 tudi gitta
nhém UTBMDD va VDDMT khéng ¢ y nghia thong k&, véi p>0,05

Tudi trung binh ctia 98 bénh nhan UTBMDD 1a 61,5 + 10,88 (dao dong
tir 35-85 tudi). Trong d6, nhom 60-69 tudi chiém ty 1é cao nhat (34,69%), tiép
theo 1a nhém 50-59 tudi (30,61%), it gap nhom <50 tudi (10,20%).

T§ 16 %
100

a0

80

62,5

70

a0

50

40

30

20

10

o

<60 tudi == 60 tudi Nhém tudi
® Nhém UTEMDD  ® Nhém VDDMT

Biéu d6 3.1. Phan b6 ung thu biéu md da day va viém da day man tinh
theo nhoém <60 tudi va > 60 tudi
Trong nhém <60 tudi, ty 16 UTBMDD ¢6 xu huéng cao hon VDDMT,
tuong tng 1a 40,82% so véi 37,50%; trong nhdm > 60 tudi, ty 16 VDDMT c6
xu huong cao hon UTBMDD, tuong tng la 62,50% so vai 59,18%.
Su khéc biét vé ty 16 UTBMDD va nhém VDDMT trong nhém <60 tudi
va >60 tudi khong co y nghia thong ké, p>0,05.
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Bang 3.3. Ty I¢ ung thu biéu md da day theo gigi tinh va theo nhom tudi

Gioi Nam (n=68) Nir (n=30)
Nhom tudi S6 lwgng | Ty 18 (%) | S6 lwong | Ty 18 (%)
< 40 2 2,94 1 3,33
40-49 5 7,35 2 6,67
50-59 19 27,94 11 36,67
60-69 27 39,71 7 23,33
> 170 15 22,06 9 30,0
Tudi trung binh 61,34 + 10,16 61,87 + 12,55

Tudi trung binh UTBMDD ¢ nam 12 61,34 + 10,16 tudi, trong d6 nhom
60-69 tudi chiém ty 1¢ cao nhat (39,71%). Tudi trung binh UTBMDD ¢ nir 1a
61,87 + 12,55 tudi, trong d6 nhom 50-59 tudi chiém ty & cao nhat (36,67%).
3.2. Pic diém 1am sang, mé bénh hoc Nhom ung thw biéu mé da day va

ty 1€ methyl héa gen SFRP2, RNF180
3.2.1. Péc diém lam sang

3.2.1.1. Ly do vao vién

7,14% 1,02% 3,06%

B Dau thugng vi ® Xuit huyét tiéu hoa Nén, budn nén
m SUt can ® Triéu ching khac
Biéu d6 3.2. Ty Ié cac ly do vao vién caa bénh nhan ung thu biéu md da day
Pau thuong vi chiém ty I& 77,56%; tiép theo la xuat huyét tiéu hoa
(11,22%) va ndn, budn nén (7,14%), it gap sut can (1,02%).
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3.2.1.2. Triéu ching toan than va co nang
Triéu chiing
p— .
Siit ¢én _ 51,02
i |
Buon non, nin [N ¢
Diy bung, ¢ hoi, o chua _ 3357
Xuit huyét tieu ha | v

° w ® W ® N ® W %0 1w
A Tin sult triéu chimg toin thin vi co ning (%)
Biéu d6 3.3. Triéu chtng toan than va co ning (n=98)

Ty Ié dau thuong vi 1a 93,87%. Céc triéu ching khac nhu stt can; thiéu
méu; budn nén, non; diy bung, ¢ hoi, ¢ chua; xuat huyét tiéu héa it gip hon
v6i ty 16 twong tng 13 51,02%, 46,94%, 41,84%, 33,67% va 17,35%.
3.2.1.3. Triéu chiing thuc thé

Ty 16 %
80

74,49

70
60
50
40
30
20
10

0

11,22

3,06 T/c Thuc thé

An thugng U ving Ganto Khong triéu
vi dau thuong vi ching

Biéu d6 3.4. Triéu chiing thyuc thé (n=98)
Ty & an thuong vi 1a 74,49%, céc triéu chung khac it gap hon. C6 9,18%
s6 bénh nhan UTBMDD khéng ¢6 triéu ching thuc thé.



63

3.2.2. Pic diém ton thuwong ung thuw biéu mé da day
Bang 3.4. Vi tri ung thu trén noi soi

Vi tri ung thu (n=98) S0 lwgng Ty 1€ (%)

Tam vi 2 2,04

Khong tam vi 96 97,96
Théan vi 47 47,96
Hang vi 49 50,0
Tong 08 100,0

Hau hét 1a UTBMDD khong thuoc tam vi, chiém ty 1& 97,96%. Trong
d6, ton thwong & Vi tri hang vi gap nhiéu nhat, chiém 50% tong s6 bénh nhan
UTBMDD.

Tén thwong

Dang sui cotham nhiém 52,04

Dang tham nhiém

Dang loét

13,26

Dang sui

Ty 1€ (%)
0 10 20 30 40 50 &0 70 a0 a0 100
Biéu d6 3.5. Dang ton thuong ung thu biéu md da day (n=98)
Ton thuong dang sui c6 thdm nhidm gap nhiéu nhat, chiém ty 18
52,04%, tiép theo Ia dang tham nhiém (19,39%), dang loét (15,31%). it gap
nhat |4 ton thuong dang sui (13,26%).
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3.2.3. Pdc diém mé bénh hoc
Bang 3.5. Thé md bénh hoc theo phan loai Lauren (1965)

Thé md bénh hec (n=98) S6 lwong Ty 1 (%)
Thé ruot 52 53,06
Thé lan téa 46 46,94

Tong 08 100,0

Theo phan loai Lauren (1965), UTBMDD thé rudt gap nhiéu hon thé lan
toa voi ty 1€ tuong tng 1a 53,06% va 46,94%.

Bang 3.6. Thé md bénh hoc theo phan loai WHO (2000)

Thé md bénh hoc (n=98) S6 lwong Ty 18 (%)
Thé dng nho 51 52,04
Thé nhay 8 8,16
Thé té bao nhan 17 17,35
Thé khéng biét hoa 22 22,45

Téng 98 100,0

Theo phan loai cia WHO (2000), ty ¢ UTBMDD thé éng nho la
52,04%, tiép theo l1a thé khdng biét hoa va thé té bao nhan twong tng la
22,45% va 17,35%, ty 18 thé nhay la 8,16%. Khong gip thé nha, thé vay, thé
té bao vay, thé té bao nho va cac thé ung thu biéu mo khac.
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Hinh 3.1. Ung thu biéu md thé té bao nhan (nhuém H&E x 400)
Miii tén: Té bao u c6 nhan nhé nam séat vé I phia, bao tuwong cé chira chat nhay
(Bénh nhan: Pham Ngoc S. 64 tudi, ma tiéu ban R2809).

Hinh 3.2. Ung thu biéu mé thé 6ng nho (nhuém H&E x 400)
Miii tén: Té bao u tgo thanh cac ong tuyén méo mé nam trong mé dém xo.
(Bénh nhan: Nguy&n Quéc L. 41 tudi, ma tiéu ban S2646).
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Po xam lan T2 T3 T4
Di cin hach SL % SL % SL %
NO 3 15,0 2 4,26 1 3,23
N1 6 30,0 7 | 1489 | 5 |16,13
N2 11 | 550 | 32 |6809| 20 | 6451
N3 0 0,0 6 | 1276 | 5 |16,13
Téng 20 | 1000 | 47 | 100,0 | 31 | 100,0

O giai doan T2, ty 1& di can hach & giai doan NO 1a 15,0%, giai doan N1
la 30,0%, giai doan N2 la 55,0%. Khong gap di can hach ¢ giai doan N3.
O giai doan T3, ty 18 di can hach & giai doan NO 4,26%, di cin hach &
giai doan N1 1a 14,89%, giai doan N2 1a 68,09%, giai doan N3 la 12,76%.
O giai doan T4, ty 1& di cin hach & giai doan NO 1a 3,23%, giai doan N1

la 16,13%, giai doan N2 la 64,51%, giai doan N3 la 16,13%.

Bang 3.8. Ty I¢ cac giai doan TNM theo phéan loai AJCC (2010)

Giai doan (n=98) S6 lwong Ty 18 (%)
T2 20 20,41
Giai dogn xam

g T3 47 47,96

lan khoi u
T4 31 31,63
NO 6 6,12
Giai doan N1 18 18,37
di can hach ving N2 63 64.29
N3 11 11,22
Giai dogn MO 94 95,92
di can M1 4 4,08
Tong 98 100,0
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Giai doan T3 gdp nhiéu nhat (47,96%), T2 gip it nhat (20,41%); giai
doan N2 gap nhiéu nhat (64,29%), it gap NO (6,12%); hau hét UTBMDD
chua c6 di can xa (95,92%).

Bang 3.9. Ty ¢ cac giai doan ung thu theo phén loai AJCC (2010)

Giai doan ung thw (n=98) S6 lwong Ty 1€ (%)
Giai doan | 4 4,08
Giai doan Il 25 25,51
Giai doan 111 65 66,33
Giai doan 1V 4 4,08

Tong 08 100,0

UTBMDD phau thuat & giai doan 111 chiém ty 1¢ cao nhat (66,33%), tiép
theo 1 giai doan 11 (25,51%). Hiém gap UTBMDD & giai doan | (4,08%).
3.2.4. Ty I¢ methyl hoa gen SFRP2, RNF180
3.2.4.1. Pdnh gid chat lwong X 1y bisulfit

#Hinh anh dién di san pham PCR véi cip méi nhan gen /;’-globin

Hinh 3.3. Hinh anh dién di san pham PCR véi cap moi nhan gen S-globin trong

ADN tach chiét tir cc mau mé ung thu biéu mé da day truéc xir ly bisulfit
Trong do: (-): Chieng &m (nweoc thay cho ADN khuon); (+): Chung duong

(bing ADN c6 kich thwéc 97bp); L: Thang chudn ADN 100bp; M1-M19: Mdau

MO ung thu biéu md da day dwoc danh sé tir I dén 19.
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Hinh anh dién di san pham PCR lugng ADN tach chiét tr mau mo
UTBMDD (M1, M2, M3, M4, M5, M6, M7, M8, M9, M10, M11, M12, M13,
M14, M15, M16, M17, M18, M19) véi cip mdi nhan gen S-globin thiy xuét
hién bang dién di cd kich thudc 97bp (Hinh 3.3).

Hinh 3.4. Hinh anh dién di san pham PCR vai cap moi nhan gen S-globin trong
ADN tach chiét tir cic mau mé ung thu biéu mé da day sau xt ly bisulfit

Trong d6: (-): Chung dm (nwoc thay cho ADN khuon; (+): Ching duong
(biing ADN c6 kich thwéc 97bp); L: Thang chuan ADN 100bp; M1-M19: Mdu
MO Mdu mé ung thu biéu md da day dwoc danh sé tir I dén 19.

Hinh anh dién di san pham PCR véi cap méi nhan gen S-globin trong ADN
tach chiét tir cac mau md UTBMDD (M1, M2, M3, M4, M5, M6, M7, M8,
M9, M10, M11, M12, M13, M14, M15, M16, M17, M18, M19) khong théy
xuat hién bang dién di c6 kich thudc 97bp (Hinh 3.4).

TererseeveesReew
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Hinh 3.5. Hinh anh dién di san pham PCR vai cip mdi nhan gen S-globin trong

ADN tach chiét tir cic mau mé viém da day man tinh truée xt ly bisulfit
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Trong d6: (-): Ching dm (nwoc thay cho ADN khuén); (+): Chung duong
(biing ADN c6 kich thiéc 97bp; L: Thang chuan ADN 100bp; C1-C14 : Mdu
mo viém dg day man tinh dwoc danh sé tir 1 dén 14.

Hinh anh dién di san pham PCR véi cap mdi nhan gen S-globin trong ADN
tach chiét tr mau mé VDDMT (C1, C2, C3, C4, C5, C6, C7, C8, C9, C10,
C11, C12, C13, C14) xuit hién bang dién di c6 kich thuéc 97bp (Hinh 3.5).

Hinh 3.6. Hinh anh dién di san pham PCR véi cap moi nhan gen S-globin
trong ADN téch chiét tir cac mau mé viém da day man tinh sau xu |y bisulfit

Trong do: (-): Chirng am (nwoc thay cho ADN khudn); (+): Ching duong
(biing ADN c6 kich thwéc 97bp); L: Thang chudn ADN 100bp; C1-C14: Mdu
mo viém dg day man tinh dwoc danh sé tir I dén 14.

Hinh anh dién di san pham PCR voi ciap mdi nhan gen S-globin luong
ADN tach chiét tir cac mau md VDDMT (C1, C2, C3, C4, C5, C6, C7, C8,
C9, C10, C11, C12, C13, C14) sau xir ly bisulfit khdng thay xuat hién bang
dien di c6 kich thuéc 97bp (Hinh 3.6).
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3.2.4.2. Ty ¢ methyl h6a gen SFRP2
Bang 3.10. Ty Ié methyl hoa gen SFRP2

Tinh trang Nhém UTBMDD | Nhém VDDMT OR
methyl hoa SL % SL % (95% CI)
C6 methyl hoa 73 74,49 13 | 32,50 6 06
Khong methyl héa | 25 25,51 27 | 67,50 ’
: (2,72-13,30)
Téng 98 100,0 40 | 100,0
v?=21,33,p<0,01

Ty 1&¢ methyl hdéa gen SFRP2 & nhom UTBMDD cao hon VDDMT,
tuong tng la 74,49% va 32,50%, p<0,01. (OR= 6,06 95% CI 2,72-13,30).

Hinh anh dién di san pham PCR véi c&c cip moi methyl hoa

Y L L I

Hinh 3.7. Hinh anh dién di san pham PCR v&i cip moi methyl héa gen
SFRP2 (138bp) trong ADN tach chiét tir mau md ung thu biéu mo da day

Trong d6: (-): Chitng am (nuwoc thay cho ADN khuén); (+): Ching duong
(bing ADN c6 kich théc 138bp); L: Thang chudn ADN 100bp; M1-M19:
Mdu md ung thw biéu md da day dwoc danh sé tir 1 dén 19.

Hinh anh dién di san pham PCR véi cap moi methyl hda gen SFRP2
trong ADN téch chiét tir mau md UTBMDD thay c6 methyl hda tai giéng M1,
M2, M3, M7, M9, M10, M11, M12, M13, M14, M15, M16, M17, M19 (xuét
hién bang 138bp) (Hinh 3.7)
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Hinh 3.8. Hinh anh dién di san pham PCR v&i cap moi khdng methyl hoa gen
SFRP2 (145bp) trong ADN tach chiét tir mau mé ung thu biéu md da day

Trong d6: (-): Ching am (nuoc thay cho ADN khuon; (+): Ching duong
(bing ADN c6 kich thiréc 145bp); L: Thang chudn ADN 100bp; M1-M19:
Mdu mé ung thir biéu md da day dwoc danh sé tir 1 dén 19.

Hinh anh dién di san pham PCR véi cap moi khdng methyl hda gen SFRP2
trong ADN tach chiét tr mau md UTBMDD sau xt ly bisulfit thay khong
methyl héa tai giéng M4, M5, M6, M8, M18 (xuat hién bang 145bp) (Hinh 3.8).
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Hinh 3.9. Hinh anh dién di san pham PCR véi cap moi methyl héa gen
SFRP2 (138bp) trong ADN téch chiét tir mau mé viém da day man tinh

Trong d6: (-): Chitng am (nuwoc thay cho ADN khuon); (+): Ching duong
(bang ADN ¢6 kich thuéc 138bp); L: Thang chudn ADN 100bp; C1-C14:

Mdu mé viém dg day man tinh dwoc danh sé tir 1 dén 14.
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Hinh anh dién di san pham PCR véi cap moi methyl hda gen SFRP2

trong ADN tach chiét tir mau md VDDMT sau xir |y bisulfit thdy c6 methyl

hoa tai giéng C3, C5, C8, C9, C13 (xuat hién bang 138bp) (Hinh 3.9).
y
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Hinh 3.10. Hinh anh dién di san pham PCR véi cap moi khong methyl hoa
gen SFRP2 (145bp) trong ADN tach chiét tr mau mé viém da day man tinh

Trong do: (-): Ching &m (nuoc thay cho ADN khuon); (+): Chung duong
(biing ADN c¢6 kich thuwéc 145bp); L: Thang chuan ADN 100bp; C1-C14:
Mdu mé viém dg day man tinh dwoc danh sé tir I d@én 14.

Hinh anh dién di san pham PCR véi cap moi khong methyl héa gen
SFRP2 trong ADN tach chiét tir mau mé VDDMT sau xu ly bisulfit thay,
khdng methyl héa tai giéng C1, C2, C4, C6, C7, C10, C11, C12, C14 ( xuat
hién bang 145bp) (Hinh 3.10).
3.2.4.3. Ty l¢ methyl hoa gen RNF180

Bang 3.11. Ty Ié€ methyl hda gen RNF180

Tinh trang methyl Nhom Nhom OR
UTBMDD VDDMT
hoa gen RNF180 SL % sL % (95% CI)
C6 methyl hoa 60 61,22 9 22,50 5,44
Khong methylhéa | 38 | 38,78 | 31 | 77,50 | (2,33-12,68)
Tong 08 100,0 | 40 100,0
v*=17,04, p <0,01
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UTBMDD c0 ty 1€ methyl hoa gen RNF180 cao hon VDDMT (61,22%
50 Vi 22,50%), p<0,01. (OR=5,44 95% CI 2,33-12,68).
% Hinh anh dién di san pham PCR véi c4c cip modi methyl hoa
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Hinh 3.11. Hinh anh dién di san pham PCR véi ciap moi methyl hda gen
RNF180 (109bp) trong ADN tach chiét tir mau mé ung thu biéu md da day

Trong d6: (-): Chitng dm (nuwoc thay cho ADN khuén); (+): Ching duong
(bing ADN c6 kich thuéc 109bp); L: Thang chudn ADN 100bp; M1-M19:
Mdu md ung thw biéu md da day dwgc danh sé tir 1 dén 19.

Hinh anh dién di san pham PCR véi cap moi methyl hda gen RNF180
trong ADN téch chiét tir mau mdé UTBMDD thay c¢6 methyl hda tai giéng M1,
M4, M6, M7, M8, M9, M10, M11, M12, M13, M14, M15, M19 (xuét hién
bang 109 bp) (Hinh 3.11).
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Hinh 3.12. Hinh anh dién di san pham PCR véi cip mdi khdng methyl hoa gen

RNF180 (109bp) trong ADN téach chiét tir cac mau md ung thu biéu mo da day
Trong d6: (-): Chung am (nuoc thay cho ADN khuon; (+): Ching duong

(bing ADN c¢6 kich thuwéc 109bp); L: Thang chudn ADN 100bp; M1-M19:

Mdu mé ung thir biéu md dga day diwoc danh sé tir 1 dén 19.

Hinh anh dién di san pham MSP v&i cap moi khéng methyl gen RNF180
trong ADN tach chiét tir cac mau md UTBMDD sau xir ly bisulfit thay khong
methyl héa tai giéng M2, M3, M5, M16, M17, M18 (xuét hién bang 109bp)

(Hinh 3.12).
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Hinh 3.13. Hinh anh dién di san pham PCR véi ciap moi methyl hda gen

RNF180 (109bp) trong ADN téch chiét tir mau mé viém da day man tinh
Trong do6: (-): Chung am (nwoéc thay cho ADN khuon); (+): Ching duong

(bing ADN c6 kich thwéc 109bp) ; L: Thang chuan ADN 100bp ; C1-C14:

Mdu md viém dg day man tinh duwoc danh soé tir 1 dén 14.
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Hinh anh dién di san pham PCR véi cap mdi methyl hda gen RNF180
trong ADN tach chiét tir mau mé VDDMT thay c6 methyl hoa tai giéng C3,
C8 (xuat hién bang 109bp) (Hinh 3.13).
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Hinh 3.14. Hinh anh dién di san pham PCR véi cap moi khong methyl hoa
gen RNF180 (109bp) trong ADN tach chiét tir mau md viém da day man tinh

Trong do: (-): Chirng am (nwoc thay cho ADN khuon); (+): Chung duong
(bing ADN c6 kich thuéc 109bp); L: Thang chuan ADN 100bp; C1-C14:
Mdu mé viém da day man tinh dwoc danh sé tir I d@én 14.

Hinh anh dién di san pham PCR véi cip moi methyl hda gen RNF180
trong ADN tach chiét tr mdu mé VDDMT thay khong methyl hoa tai giéng
C1, C2, C4, C5, C6, C7, C9, C10, C11, C12, C13, C14 (xuit hién bang
109bp) (Hinh 3.14).
3.2.4.4. Ty |é dong methyl hda 2 gen SFRP2, RNF180

Bang 3.12. Ty lé dong methyl hoa 2 gen
Tinh trang dong Nhom Nhom OR

] UTBMDD VDDMT
methyl hoa (95%Cl)

SL % SL %
Pdng methyl hoa 2 gen 53 | 6625 | 6 | 3750 3,27
Methyl héa1trong2gen | 27 | 3375 | 10 | 62,50 | (1.07-9,96)
Téng 80 |100,0 | 16 | 100,0
v*=4,65,p<0,01
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Ty Ié déng methyl hoa 2 gen & nhém UBMTDD cao hon methyl hoéa 1
trong 2 gen (66,25% so véi 33,75%), p<0,01. (OR= 3,27 95% CI 1,07 - 9,96).

3.3. Lién quan giira ty 1¢ methyl héa gen SFRP2, RNF180 véi lam sang,

mo bénh hoc

3.3.1. Lién quan giira ty I¢ methyl hoa gen SFRP2 voi lam sang, mo bénh hoc
Bang 3.13. Lién quan giita methyl hda gen SFRP2 véi gidi tinh, tudi

Methyl hda Co Khong
n methyl héa methyl héa p
Nhém tudi, giéi sL % sL %
Nam 68 | 51 | 750 | 17 | 250 | 5505
Giéi tinh Nt 30 | 22 | 7333 | 8 |2667
v?=0,03; p=0,86
| <60 40 | 33 [8250| 7 |1750
Nh6m tudi >0,05
> 60 58 | 40 | 6897 | 18 | 31,03
v*=2,28

Ty 1&é methyl hda gen SFRP2 & nam c6 xu hudng cao hon nir, twong trng
la 75,0% so vai 73,33%, p>0,05.

Ty 18 methyl héa gen SFRP2 & nhdm < 60 tudi cao hon nhém > 60 tuoi,
tuong tng la 82,50% so vai 68,97%, p>0,05.

Bang 3.14. Lién quan gitra methyl hoa gen SFRP2 vai vi tri ung thu

Methyl héa Co Khong
n methyl hoa methyl hoa D
Vi tri khoi u SL % SL %
Tam vi 2 2 100,0 0 0,0
>0,05
Khéng tam vi 96 71 73,96 25 26,04

Fisher’s Exact test
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Ty 1€ methyl héa gen SFRP2 & nhom UTBMDD tam vi cao hon so vdi
nhom khoéng tam vi (100% va 73,96%), p>0,05.

Bang 3.15. Lién quan giita methyl hda gen SFRP2 véi dang tén thuong

Methyl héa Co Khong
. n methyl hoa methyl hoa p
Ton thwong
SL % SL %
Loét 15 | 10 |6667| 5 | 33,33
Sui 13 | 10 | 7692| 3 | 2308|000
Tham nhidm 19 | 16 |8421| 3 15,79
Sui ¢6 tham nhiém 51 37 | 7255 | 14 | 27,45
v’ =157

Ty 1é methyl héa gen SFRP2 cao nhat ¢ dang tham nhiém (84,21%), tiép

theo la dang sui va dang sti c6 thdm nhiém (twong tng la 76,92% va
72,55%). Ty 1é methyl hoa thap nhat ¢ dang loét (66,67%), p>0,05.
Bang 3.16. Lién quan giita methyl hda gen SFRP2 véi thé md bénh hoc theo
phan loai Lauren (1965)

Methyl hoa Co Khong
Thi MBH methyl hoa methyl hoa p
SL % SL %
Thé ruot 42 180,77 | 10 | 19,23
Thé lan toa 31 |[6739| 15 |3261 | >0,05
Tong 73 | 7449 | 25 | 2551
v?=2,30

Theo phan loai Lauren (1965), ty 1é methyl hda gen SFRP2 ¢ thé rudt o
xu hudng cao hon thé lan toa (80,77% so véi 67,39%), p>0,05.



78

Bang 3.17. Lién quan giita methyl hda gen SFRP2 véi thé md bénh hoc
theo phan loai WHO (2000)

Methyl hoa Co Khéng
Thé MBH methyl héa methyl hda P
SL % SL %
Thé dng nho 40 | 7843 | 11 | 21,57
Thé nhay 6 75,0 2 25,0
Thé té bao nhan 11 | 6471 | 6 |3529 | >0,05
Thé khéng biét hoa 16 | 72,73 6 27,27
Téng 73 | 7449 | 25 | 2551
v’ =1,31

Ty Ié methyl hda gen SFRP2 & thé dng nho 1a 78,43%, thé nhay (75,0%),
thé khdng biét ha (72,73%), thé té bao nhan (64,71%), p>0,05.
Bang 3.18. Lién quan gitra methyl hoa gen SFRP2 véi giai doan TNM

Methyl hoa methcy:/?héa méi;];lnr?éa P
Giai doan SL % SL %
Giai doan xam ldn khéi u
T1-T2 11 55,0 9 45,0 <0,05"
T3-T4 62 79,49 16 20,51
Giai doan di cin hach
NO-N1 11 | 4583 | 13 | 5417 | <0017
N2-N3 62 83,78 12 16,22
Giai doan di can
MO 69 | 7340 | 25 | 26,60 |>0,05
M1 4 100,0 0 0,0
" XZ =5,02; XZ =13,7; " : Fisher’s Exact test;
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Giai doan T3-T4 c0 ty 1€ methyl héa gen SFRP2 cao hon giai doan T1-
T2 (79,49% so vai 55,0%), p<0,05;
Giai doan N2-N3 c6 ty 1€ methyl hoa gen SFRP2 cao hon giai doan NO-
N1 (83,78% so vai 45,83%), p<0,01.
Ty 1€ methyl hoa gen SFRP2 ¢ giai doan M1 cao hon giai doan MO,
p>0,05.
Bang 3.19. Lién quan gitra methyl hoa gen SFRP2 vaéi giai doan ung thu

Methyl héa Co Khong 0
methyl hoa methyl hoa
Giai doan ung thw SL % SL %
I-11 14 48,28 15 51,72
<0,01
H-1v 59 | 85,51 10 14,49
v =14,9

Ty 1€ methyl héa gen SFRP2 & giai doan IlI-IV cao hon giai doan I-II,
tuong tng la 85,51% va 48,28%, p<0,01.
3.3.2. Lién quan giita methyl hoa gen RNF180 vdi ldm sang, mé bénh hoc
Bang 3.20. Lién quan giita methyl hda gen RNF180 vai gidi tinh, tuoi

Methyl héa Co Khong
n methyl hda methyl héa P

Nhom tudi, giéi
SL % SL %

Nam 68 | 43 | 6324 | 25 | 3676 | 5505

Gisitinh | Nit 30 | 17 | 56,67 | 13 | 43,33

v*=0,38

| <60 40 | 24 | 60,0 | 16 | 40,0
Nh6m tudi >0,05

> 60 58 | 36 | 62,07 | 22 | 37,93

v* = 0,04
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Ty 1& methyl hdéa gen RNF180 ¢ nam c6 xu huéng cao hon nir, tuong
ung la 63,24% so vaéi 56,67%, p>0,05.

Ty Ié methyl héa gen RNF180 & nhdm > 60 tudi ¢6 xu huéng cao hon

nhém <60 tudi, tuong tng 1a 62,07% so véi 60,0%, p>0,05.

Bang 3.21. Lién quan gitra methyl hoa gen RNF180 vai vi tri ung thu

Cé Khéng
Methyl hoa ) , P
n methyl hoa methyl hoa
Vi tri
) SL % SL %
Tam vi 2 2 100,0 0 0,0
>0,05
Khéng tam vi 96 | 58 60,42 38 39,58

Ty 1&é methyl héa gen RNF180 & nhém ung thu biéu mé da day tdm vi cao

hon nhdm ung thu biéu md da day khdng thudc tam vi, p>0,05.

Bang 3.22. Lién quan giita methyl hda gen RNF180 véi dang ton thuong

Methyl hoa Co Khéng
. n methy! hoa methy! hoa p
Dang ton th
ang fon throm sL | % | sL | %
Loét 15 8 |5333| 7 | 46,67
Sui 13 6 | 4615 | 7 53,85
N >0,05
Tham nhiém 19 12 | 63,16 7 36,84
SUi ¢6 tham nhiém 51 34 | 66,67 | 17 | 3333
v*=2,30

Ty lé methyl hoa gen RNF180 & dang sti ¢6 tham nhiém la 66,67%, &

dang thdm nhiém va dang loét twong rng 1a 63,16% va 53,33%, & dang sui la

46,15%, véi p>0,05.
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Bang 3.23. Lién quan giita ty 1¢ methyl hda gen RNF180 v&i thé md bénh hoc
theo phéan loai Lauren (1965)

Methyl héa Cé Khéng
Thé MBH methyl héa methyl héa P
SL % SL %
Thé ruot 34 | 6538 | 18 | 34,62
Thé lan téa 26 | 56,52 | 20 | 43,48 |>0,05
Tong 60 | 61,22 | 38 | 38,78
v*=0,81

Theo phan loai Lauren (1965), ty 1& methyl hoa gen RNF180 & thé rudt c6
xu huéng cao hon thé lan toa (65,38% so Vi 56,52%), p> 0,05.
Bang 3.24. Lién quan giita ty I¢ methyl hda gen RNF180 vai thé md bénh hoc

theo phan loai WHO (2000)

Methyl héa Co Khong
methyl hoa methyl hoa P
Thé MBH
SL % SL %
Thé dng nho 33 64,71 18 | 35,29
Thé nhay 6 75,0 2 25,0
Thé té bao nhan 10 | 58,82 7 41,18 | >0,05
Thé khéng biét hoa 11 50,0 11 50,0
Tong 60 61,22 | 38 | 38,78
v’ =211

Theo phan loai WHO (2000), ty I¢ methyl hda gen RNF180 & thé nhay la
75,0%, & thé dng nho va thé té bao nhan 1a 64,71% va 58,82%, ¢ thé khong

biét hda Ia 50,0%, véi p>0,05.
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Bang 3.25. Lién quan gitra ty 1€ methyl hoa gen RNF180 vai giai doan TNM

Methyl héa Cé Khéng
methyl héa methyl héa P
Giai doan SL % SL %
Giai dogn xam ldn khéi u
T1-T2 7 35,0 13 65,0 | <0,05
T3-T4 53 67,95 25 32,05
Giai dogn di cin hach
NO-N1 4 16,67 20 83,33 | <0,01”
N2-N3 56 75,68 18 24,32
Giai doan di can
MO 56 59,57 38 | 40,43 | >0,05"
M1 4 100,0 0 0,0
* XZ =7,28; o XZ = 26,58;***: Fisher’s Exact test;

Ty I¢ methyl hda gen RNF180 ¢ giai doan T3-T4 cao hon giai doan T1-
T2, twong ung la 67,95% va 35,0%, p <0,05. Giai doan N2-N3 c6 ty I¢ methyl
hoa gen RNF180 cao hon giai doan NO-N1, twong ung la 75,68% va 16,67%,
p<0,01. Giai doan M1 co ty I¢ methyl hoa gen RNF180 cao hon giai doan MO,
twong ung la 100% va 59,57%, p> 0,05.
Bang 3.26. Lién quan giira ty 1€ methyl hoa gen RNF180

V&1 giai doan ung thu

Methyl hoa Céo Khong
methyl héa methyl héa p
Giai doan ung thw SL % SL %
I-11 9 31,03 20 68,97
<0,01
Hi-1v 51 73,91 18 26,09
v*=15,81
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Ty ¢ methyl héa gen RNF180 ¢ giai doan I11-1V cao hon giai doan I-Il,
tuong tng 1a 73,91% so vai 31,03%, p<0,01.
3.3.3. Lién quan giita dong methyl héa 2 gen véi lim sang, ndi soi va md

bénh hoc

Bang 3.27. Lién quan giita d5ng methyl héa 2 gen véi gigi tinh, nhoém tudi

] Co ddng Co
Methyl hoa methyl héa | methyl héa
. 2N n 2 1 gen P
Nhém tuéi, gi gen
SL % SL %
Nam 57 37 | 6491 | 20 | 3509 | 5405
Gisitinh | Nit 23 16 | 6957 | 7 | 3043
x® = 0,159
< 60 34 23 | 6765 | 11 | 3235 | 5405
Nhom tudi | > 60 46 30 | 6625 | 16 | 33,75
v?=0,05

Trong nhém UTBMDD, ty Ié ddng methyl hoa 2 gen & nam ¢6 xu huéng

thap hon nit, véi ty & tuong tng 1a 64,91% so véi 69,57%, p>0,05.

Trong nhém UTBMDD, ty I¢ dong methyl hoa 2 gen & nhdm <60 tudi c6

xu huéng cao hon >60 tudi, trong ng 12 67,65% va 66,25%, véi p>0,05.

Bang 3.28. Lién quan giita d6ng methyl hda 2 gen véi vi tri ung thu

Methyl héa Co dong Co
methyl hoa methyl héa 0
n 2 gen 1gen
Vi tri SL % SL %
Tam vi 2 2 100,0 0 0,0
Khong tam vi 78 51 | 6538 | 27 | 34,62 |>005
Téng 80 53 66,25 27 33,75

Fisher’s Exact test
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UTBMDD tam vi c6 ty & dong methyl hoa 2 cao hon UTBMDD khéng
thudc tdm vi vai ty 1€ teong ng 1a 100% so vai 65,38%, p>0,05.

Bang 3.29. Lién quan giita ddng methyl hda 2 gen véi dang ton thuong

Methyl héa Cé dong Co
methyl hoa methyl hda
] n 2 gen 1 gen P

Dang ton thuwon SL % SL %

Loét 11 7 | 6364 4 | 3636

Sui 10 6 | 600 | 4 | 400

Tham nhiém 17 | 11 |e471| 6 | 3529 |>00°

SUi ¢6 tham nhidm 42 | 29 |6905| 13 | 30,95
¥?=0,37

Ty Ié ddng methyl hda 2 gen & dang sui ¢6 thAm nhidm 1a 69,05%, dang tham
nhiém va dang loét twong ung la 64,71%, 63,64%; dang sui 1a 60,0%, p>0,05.

Bang 3.30. Lién quan giita d6ng methyl hda 2 gen véi thé mé bénh

theo phan loai Lauren (1965)

Methyl hda Co dong C6
methyl héa 2 gen | methyl hoa 1 gen 0
Thé MBH sL % sL %
Thé ruot 30 65,22 16 34,78
Thé lan toa 23 67,65 11 32,35 |[>0,05
Tong 53 66,25 27 33,75
¥*=0,05

Theo phan loai Lauren (1965), ty Ié dong methyl héa 2 gen ¢ thé lan toa

c¢6 xu hudng cao hon thé rudt, twong tng 1a 67,65% so vai 65,22%, p>005.
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Bang 3.31. Lién quan giita ty 1¢ ddong methyl hoa 2 gen vai thé mé bénh hoc
theo phan loai WHO (2000)

Methyl hoa Co dong Co
methyl héa2gen | methyl héalgen | p

Thé MBH SL % SL %

Thé dng nho 30 69,77 13 30,23

Thé nhay 4 50,0 4 50,0

Thé té bao nhan 9 75,0 3 250 |>0,05
Thé khdng biét hoa 10 58,82 7 41,18

Téng 53 66,25 27 33,75

v?=2,01

Ty Ié dong methyl hda 2 gen & thé té bao nhan 1a 75,0%, thé 6ng nho va the
khéng biét hoa twong tng 1a 69,77% va 58,82%, thé nhay 1a 50,0%, p>0,05.

Bang 3.32. Lién quan giita d6ng methyl hda 2 gen véi giai doan TNM

Methyl hoa Cé dong Co
methyl héa 2 gen | methyl héa 1 gen p

Giai doan SL % SL %
Giai doan xam ldn khai u

T1-T2 5 38,46 8 61,54 |<0,05

T3-T4 48 71,64 19 28,36 )
Giai doan di cin hach

NO-N1 2 15,38 11 84,62 |<0,01

N2-N3 51 | 7612 | 16 | 2388 |
Giai doan di can

MO 49 64,47 27 35,93 |>0,05

M1 4 100,0 0 0,0 -

" XZ =536 XZ =17,96; " : Fisher’s Exact test;
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Ty 1& ddng methyl hda 2 gen & giai doan T3-T4 cao hon T1-T2 (71,64%

va 38,46%), p<0,05.

Ty 1é ddong methyl hoa 2 gen & giai doan N2-N3 cao hon NO-N1 (76,12%

va 15,38%), p<0,01.

Ty Ié dong methyl hoa 2 gen & giai doan M1 cao hon MO, p>0,05.

Bang 3.33. Lién quan giita ddng methyl hoa 2 gen véi giai doan ung thu

Methyl hoa Cé dong Co
methyl héa 2 gen | methyl héalgen | P
Giai doan SL % SL %
I-11 6 35,29 11 64,71
<0,01
H-1v 47 74,60 16 25,40
v*=9,25

Ty 16 ddng methyl héa 2 gen & nhdm UTBMDD giai doan 111-IV cao

hon giai doan I-11, tuong @ng 12 74,60% va 35,29%, véi p < 0,01.
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CHUONG 4
BAN LUAN

Cung véi nhitng tién bo trong chan doan va diéu tri, ty 16 mac mai va ty
& tr vong do UTBMDD da giam trong nhiéu nim qua nhung tién luong cua
bénh nhan UTBMDD van con rat xau, dac biét 1a ung thu da day & giai doan
tién trién, vai ty 18 sdng sau 5 nam rat thap. Thoi gian gan day, di co nhiéu
cong trinh nghién ctu vé bién doi di truyén ngoai gen trong bénh ung thu noi
chung va ung thu da day néi riéng duoc thuc hién, nham tim ra nhiing chi dau
sinh hoc méi trong chan doan nham gop phan cai thién tién luong bénh nhan
ung thu. Két qua cac nghién ctru da chi ra rang, tinh trang methyl hoa viing
promoter cia cac gen uc ché khéi u 1a chi du sinh hoc day tiém ning trong
chan doan va tién luong ung thu.

Qua két qua nghién ctru mdi lién quan gita ty 1é methyl héa gen SFRP2,
RNF180 véi 1am sang, md bénh hoc & 98 bénh nhan UTBMDD diéu tri phau
thuat tai Trung tdm phau thuat Tiéu hoa - Bénh vién Quan y 103 tir thang
12/2015 dén thang 12/2018 va 40 bénh nhan VDDMT duoc chan doan bang
noi soi tai khoa Tham do chirc nang - Bénh vién Dai hoc Y Thai Binh, mé
bénh hoc tai khoa Giai phau bénh - Bénh vién Quan y 103, ching ti c6 mot
sb nhan xét va ban luan nhu sau:

4.1. Pic diém 1am sang, ndi soi, md bénh hoc nhém ung thw biéu mé da
day va ty 1€ methyl héa gen SFRP2, RNF180
4.1.1. Pic diém vé gidi tinh

Trong c&c bénh ly ung thu noéi chung va ung thu da day noi riéng, gidi
tinh cua bénh nhan da dwgc ghi nhan 1a yéu t6 c6 lién quan mat thiét vai ty 16
mac bénh va ciing 1a mot trong nhiéu yéu té tién lwong bénh. Két qua tai Bang
3.1 cho thay, mic du ty 1& nam/nit & nhém UTBMDD c¢6 xu huéng cao hon

nhém VDDMT, tuong tng la 2,3/1 va 2,1/1 nhung su khac biét nay khdng co6
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¥ nghia théng k&, vai p>0,05. Do dé, trong nghién ctu cia ching tdi, khéng
c6 su khac biét vé gisi tinh gitra nhdm UTBMDD va VDDMT.

Nhém UTBMDD c6 su khéac biét vé ty 1¢ gitra nam va nit. Két qua
nghién ctu cua nhiéu tac gia trong va ngoai nudc déu cho thay ty &
UTBMDD & nam luén cao hon so vai nit, vai ty Ié nam/nit khoang 1,1-4/1
[89], [129], [130], [131], [132]. Nguyén nhan din dén ty 16 UTBMDD & nit
thap hon hon nam duoc quy cho vai trd bao vé niém mac da day trudc tac
dong cua cac yéu té nguy co giy ung thu da day cia cac noi tiét to sinh duc
nir (estrogen) [133].

Trong nghién cuu caa chung toi, ty 1€ UTBMDD theo giai tinh la 2,3
nam/1 nit. Ty 1& nay thap hon nghién cau caa Lé Viét Nho (2014) la 2,75/1
[129], Nguyén Quang B6 (2017) 1a 2,5/1 [130] va Pang Vin Thoi (2017) 1a 4/1
[131]. Tuy nhién, ty ¢ UTBMDD theo gidi tinh trong nghién ctu cua chung toi
lai cao hon nghién ctru cia Cao Minh Tiép va CS (2015) la 1,6/1 [132], Pham
Van Binh va CS (2017) la 1,1/1 [89], cua Song P. va CS (2016) la 1,6/1 [22],
cua Luu C. va CS (2017) 1a 1,1/1 [134]. Su khac nhau vé ty 16 UTBMDD theo
gidi tinh gitra cac nghién ctu c6 thé do su khac nhau vé dbi twong, ¢& mau
nghién ctru va thoi diém nghién ctu caa ting tac gia.

4.1.2. Pic diém vé tuéi

Yéu t6 tudi cd méi lién hé kha chit ché véi UTBMDD. UTBMDD it gap
& loa tuoi dudi 40, ty 16 ting 1én cing véi do ting cua tudi va dat dinh ¢ do
tudi 60-70 [21], [22]. Két qua trinh bay tai Bang 3.2 cho thdy, mic du ty 1&
UTBMDD va VDDMT gitra cdc nhom tudi <40, 40-49, 50-59, 60-69 va >70
tudi khong giéng nhau nhung su khac biét nay khong c6 ¥ nghia thong ké, vai
p>0,05. Do d6, trong nghién ctru caa ching t6i khdng cé su khac biét vé do
tudi ctia bénh nhan nhém UTBMDD va bénh nhan nhém VDDMT.

Trong s6 98 bénh nhan UTBMDD thudc nhém nghién ciu caa ching toi,

bénh nhan cao tudi nhat 12 85 tudi, nho tudi nhat 1a 35 tudi, tudi trung binh
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chung 1a 61,5+10,88 tudi. Trong sé 40 bénh nhan VDDMT thudc nhém
chtng, bénh nhan cao tudi nhat 1a 72 tudi, nho tudi nhat 1a 37 tudi, tudi trung
binh 1a 59+8,82 tudi. Mic du tudi trung binh caa bénh nhan UTBMDD c¢6 xu
huéng cao hon tudi trung binh caa bénh nhAn VDDMT nhung su khéc biét
nay khong co y nghia thong k&, véi p>0,05. Khi phan chia bénh nhan
UTBMDD va bénh nhan VDDMT theo nhdm <60 tudi va > 60 tudi, két qua
nghién ctu tai Biéu d6 3.1 cho thay, nhdm <60 tudi co ty 16 UTBMDD cao
hon so véi VDDMT (tuong tng 13 40,82% so véi 37,5%) va nhom >60 tudi
thi ty I¢ VDDMT lai cao hon so véi UTBMDD (tuong ung la 62,5% so vai
59,18%), tuy nhién sy khac biét theo nhém <60 tudi va >60 tudi giira
UTBMDD va VDDMT khéng c6 ¥ nghia théng ké véi p>0,05. Trong nhom
bénh nhan UTBMDD, nhém >60 tudi chiém ty & 59,18% (nhém tudi 60-69 la
34,69%, nhom tudi > 70 1a 24,49%). Nhu vay, ty 16 UTBMDD theo nhém
tudi trong nghién ctu caa chdng tdi phi hop véi nhiéu nghién cau khac.

So séanh tudi trung binh caa bénh nhan UTBMDD trong nghién cau cua
ching tdi vai nghién cau ciia mot sd tac gia trong va ngoai nudc thay cé su
tuong df’)ng va khac biét nhu sau,

- Nghién cttu ¢ trong nudc:

So sanh véi két qua nghién ciiu caa mot sb tac gia trong nudc, két qua
nghién ctu cta chung toi twong dong véi nghién ciu cia Phan Van Cuong va
CS (2017) véi tudi trung binh UTBMDD la 61,4+14,40 tudi [19] va cao hon
két qua nghién cau ctia Lé Viét Nho (2014) 14 58,9+13,8 tudi [129], Cao Minh
Tiép va CS (2015) la 53,44+12,16 tudi [132], Hoang Thanh Tuyén (2016) la
56,7+12,4 tudi [135], Pang Van Thoi (2017) 1a 58,43+13,20 tudi [131],
Nguyén Thi Ngoc Lan va CS (2018) 1a 59,57+11,39 tudi [136].

- Nghién cttu ¢ ngoai nudc:

So sanh vai nghién ciu ciia mot sb tac gia ¢ Trung Qudc, tudi trung binh

UTBMDD trong nghién cuiru cua chdng tdi phu hop véi nghién ciru cia Zhang
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X. va CS (2014) véi tudi trung binh UTBMDD 14 61,49+12,02 tudi [16] va
cao hon nghién ctru ciia Sun J. va CS (2019) 1a 58 tudi [137].

Mot sé qudc gia nhu Nhat Ban va Han Quéc, mic du cb ty 1é méc
UTBMDD cao nhung do trién khai chuong trinh kham sang loc UTBMDD
bang noi soi da day cho nén ty 1& phat hién UTBMDD sém cao cho nén lai c6
tudi trung binh UTBMDD thap. Nghién ctu caa Kim J.S tai Han Québc (2009)
d3 ghi nhan tudi trung binh caa UTBMDD 12 52 tudi [138].

Tai cac quoc gia phat trién, tudi trung binh UTBMDD ¢6 xu thé cao hon.
Nghién ciu ciia Lahmidani N. va CS (2018) thay tudi trung binh UTBMDD &
My 14 69 tudi, dao dong tir 65 dén 74 tudi [64]. Nghién ctu cua Luu C. va CS
(2017) thay tudi trung binh UTBMDD 1 65,3 + 14,6 tudi [134].

Nhu vay, tudi trung binh UTBMDD & Viét Nam ¢6 su tuong ddng voi
tudi trung binh UTBMDD ¢ Trung Quéc, nhung thip hon so véi My. Tuoi
trung binh UTBMDD ¢ Viét Nam va Trung Qudc thip hon My c6 thé giai
thich 1a do Viét Nam va Trung Quéc nam trong khu vuc dia ly c6 ty suat mac
UTBMDD cao, c6 diéu kién kinh té x& hoi thap hon, co ty & nhiém H.pylori
cao hon va tip quan, théi quen an dua ca mudi 1 nhiing yéu té nguy co cao
cua UTBMDD.

V& tuoi trung binh UTBMDD theo gigi tinh trong nghién cau cua ching
t6i, tudi trung binh ctia nam hoi thap hon so véi nit (61,34 +10,16 tudi so Vi
61,87 +12,55 tudi). Két qua nay cé su twong dong vai nghién ctu cia mot s6
tac gia trong nuac [91], [129].

Vé sy phan b UTBMDD theo nhém <60 tudi va >60 tudi, két qua
nghién ciu cua ching toi trinh bay tai Biéu d6 3.1 cho thay, ty I¢ UTBMDD ¢
nhém >60 tudi cao hon nhoém <60 tudi (59,18% so véi 40,82%), tuy nhién su
khac biét khong co ¥ nghia thdng ké, véi p>0,05. Trong nhém >60 tudi, nhom
tudi 60-69 gap nhiéu hon nhdm >70 tudi, twong ung 1a 34,69% va 24,49%

(Bang 3.2). Két qua nghién ciru cua ching tdi c6 sy khac biét véi nghién cau
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cua L& Viét Nho (2014) véi ty 16 UTBMDD & nhém <60 tudi cao hon nhom
>60 tudi véi ty Ié twong tng 13 55,56% va 44,44% va nhom tudi 60-69 chiém
ty 18 17,8%, nhdm >70 tudi chiém ty 18 26,7% [129]. Su khac biét nay c6 thé
do su khéac nhau vé dbi tuong va c& mau cua tiing nghién ctu.

Qua két qua nghién ctu cua ching tdi va két qua nghién cau cua mot sé
tac gia khac, két hop véi y vin, chung toi thdy rang: tudi 1a yéu td rat quan
trong trong chan doan UTBMDD; UTBMDD it gap & ngudi tré tudi, ty 18
mac bénh ting cung véi tudi va dat dinh ¢ nhom tudi 50-70 tudi. Vi vay,
nham nang cao ty 1é chan doan UTBMDD giai doan sém, tir 6 nang cao ty Ié
séng 5 nam sau diéu tri caa bénh nhan UTBMDD, Viét Nam nén trién khai
chuong trinh khdm sang loc UTBMDD cho nhimg ddi tuong c6 yéu té nguy
co nhu, & d6 tudi trén 50, tién st gia dinh co6 nguodi mac UTBMDD, nhiém
H.pylori, phau thuat cat da day do bénh lanh tinh. ..

4.1.3. Pdc diém lam sang
4.1.3.1. Ly do vao vién

Trong sb céc ly do vao vién cia bénh nhan UTBMDD trong nghién cuau
cua chung tdi, mac du la triéu chimg khong dac hiéu caa UTBMDD, hay gap
trong nhiéu bénh Iy da day lanh tinh khac nhung dau thwong vi van 1a ly do
cha yéu dua nguoi bénh dén vién, chiém ty 18 77,56%, tiép theo la xuat huyét
tiéu hoa (11,22%); budn ndn va/hoac ndn (7,14%); sut can (1,02%); rét it gap
cac ly do khac (3,06%) (Biéu d6 3.2). Két qua nghién ctu caa ching téi phu
hop voi két qua nghién ciu cia mot sb tac gia khac ¢ trong nudc, véi ly do
vao vién cua bénh nhan UTBMDD chu yéu ciing 1a dau thuong vi. Trong
nghién cau cua Lé Viét Nho (2014), ty 1& bénh nhan UTBMDD dén kham
bénh do dau thuong vi 1a 83,3% [129], nghién ctu cia Nguyén Quang Bo
(2017) 14 98,91% [130]. Tuy vay, két qua nghién ctu caa ching tdi lai khdng
tuong déng voi nghién ctu cia Pang Van Thai (2017) [131]. Trong nghién
ctru cua Pang Van Théi (2017), dau thuong vi ¢ ty 18 thap hon rat nhiéu, chi
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34,0%, va ly do chu yéu dua bénh nhan UTBMDD vao vién lai 1a nudt nghen.
Su khéc biét nay c6 thé giai thich do Pang Vian Thai thuc hién nghién ctu &
bénh nhan ung thu 1/3 trén da day, vi vay khi khdi u xam I4n tdm vi s& gay ra
nudt nghen, tir d6 1am lu mo triéu chimg dau thuong vi.

4.1.3.2. Tri¢u chung toan than va co nang

Triéu chang 1am sang cia UTBMDD rat da dang, khong dic hiéu,
thuong biéu hién giéng cac bénh da day lanh tinh khéc, do d6 khi triéu chiing
xuat hién, bénh nhan c6 thé chit quan khéng di kham bénh, hoic néu co di
kham thi thay thudc cling co6 thé bo s6t do cho rang d6 1a céac triéu chung cua
bénh da day lanh tinh khéac.

Trong nghién ciu caa ching t6i, cac triéu chimg thudng gap bao gom: dau
bung thuong vi, st can, budn ndn va/hoac ndn, thiéu méau. CAc triéu chiing khac
nhu xuat huyét tiéu hoa, day bung, ¢ hoi, ¢ chua it gap hon. Két qua nghién ctu
ctia chung toi twong d6i phli hop véi nghién cau caa mot so tac gia (Bang 4.1)

Bang 4.1. C4c triéu chiing co nang thuong gap trong ung thu biéu moé da day

Nghién Lé Viét Nguyén | Hoang Viét
St Triéu ching clru cua Nho [129] | Quang B | Diing [139]
CO nang ching toi (n=90) [130] (n=134)
(n=98) (n=53)
1 | Pau thuong vi 93,87% 98,9% 98,1% 76,1%
2 | Sutcan 51,02% 47,8% 56,6% 47,0%
3 | Budnnoén,non | 41,84% 26,7% 50,9% 42,5%
4 | Thiéu mau 46,94% 70,0% - -
5 | XHTH 17,35% 11,1% 18,9% 30,6%
6 bay bung, 33,67% - 37,7% 69,4%
o hoi, ¢ chua
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- V& triéu chimg dau thuong vi:

Trong nghién ctru cua chang t6i, dau thuong vi la triéu chiing co nang
hay gap nhat, chiém ty 1& 93,87%. Pau thuong vi c6 thé biéu hién duéi nhiéu
hinh thicc nhu &m ach, nong rat, dau luc doi, dau c6 chu ky. Ty 1€ dau thuong
vi trong nghién cu cua ching t6i thap hon ty 1é dau thuong vi trong nghién
ctu cua L& Viét Nho (2014) véi ty 1& 1a 98,90% [129], nghién ctu cua
Nguyén Quang B (2017) vai ty 1é 12 98,10% [130] nhung lai cao hon mot s6
tac gia khac. Trong nghién cuu cia Hoang Viét Diing va CS (2016), ty 1€ dau
thuong vi & bénh nhan UTBMDD cao tudi 1a 76,10% [139]; nghién cau cua
Ping Van Thoi (2017) thiy dau thuong vi gip & 62,0% trong sé 53 bénh
nhan UTBMDD 1/3 trén [131]. S6 bénh nhan UTBMDD c¢6 biéu hién dau
thuong vi chiém ty 18 thap trong nghién ciru ctia Pang Van Thai (2017) [131]
c6 thé do triéu ching nudt nghen chiém wu thé trong UTBMDD 1/3 trén cho
nén bénh nhan chi quan tam dén triéu chiing nuét nghen ma it quan tam dén
triéu ching dau thuong vi. Két qua nghién ctu caa Wanebo H. J. va CS
(1993) cho thay, ty 18 bénh nhan UTBMDD c¢6 dau thuong vi 1a 51,6% va dau
dang loét 1a 17,1%, do d6 dau thuong vi ciing la triéu ching hay gap trong
UTBMDD, véi ty 1é 1a 68,7% [140].

Mic du c6 su khac nhau vé ty 18 bénh nhan UTBMDD c¢6 dau thuong vi
trong két qua nghién ciru caia ching tdi va caa mot s tac gia khac & trong va
ngoai nudc, nhung toan bo cac nghién ciu déu ghi nhan dau thuong vi 12 triu
chtng co niang hay gap nhat caa bénh nhan UTBMDD.

- V& triéu chirng sdt can:

Sut can ciing 1a triéu ching hay gap ¢ bénh nhan ung thu néi chung va
UTBMDD ndi riéng. Do ¢ nhiéu nguyén nhan giy ra st cin cho nén nguoi
bénh thuong khong dé y dén hoic cho rang sit can 1a do an udng kém, mat
Ngu... nén sit can 1a binh thuong. Do d6 biéu hién st can dé bi bo sot, dén

khi ngudi bénh di kham bénh can kiém tra méi biét.
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Trong nghién ctu cua chdng toi, sat can la triéu chung hay gap ¢ bénh
nhan UTBMDD, chiém ty ¢ 51,02%. Ty 1& bénh nhan UTBMDD st can
trong nghién cru cia chung toi cao hon nghién ctu cua L& Viét Nho (2014) 1a
47,8% [129], Hoang Viét Diing va CS (2016) 1a 47,0% [139], Ding Vin Théi
(2017) 12 30,0% [131] va cao gap nhiéu lan ty I& st can trong nghién cau cua
Amira G. (2003) la 6,0% [141]. Tuy vay, ty 1€ bénh nhan UTBMDD sut can
trong nghién ctu ctia chdng t6i lai thap hon so v&i nghién ciu ctia mot s tac
gia khac. Trong nghién ctu cua Harnett c6 dén 96,20% trong tong so 1.045
bénh nhan UTBMDD c6 biéu hién sit can (dan theo Forrest A. P. (1960)
[142]); nghién ctru cua Wanebo H. J. va CS (1993), 61,6% bénh nhan
UTBMDD s0t can [140]; nghién ciru cia Nguyén Quang Bo (2017) ty 1é st
can 1a 56,6% [130]. Muc d6 sat can thuong ty 1€ thuan vai giai doan ung thu,
giai doan cang muon thi thé trang ngudi bénh cang suy kiét. Do do can
khuyén c4o moi nguoi theo ddi can niang ca nhan thudng xuyén dé sém phat
hién biéu hién stt can khdng ¢ nguyén nhan rd rang.

- V& triéu chiing thiéu mau:

Thiéu mau 1a triéu chiang hay gap trong cac bénh ung thu noi chung va
UTBMDD néi riéng. Dbi véi bénh nhan UTBMDD, thiéu méau cé thé 1a hau
qua cua Xxuat huyét tiéu hda va/hodc 1a hau qua cua kém hap thu chat dinh
dudng va cac yéu t6 vi luong can thiét cho tao mau. Trong nghién ctu cua
chung t6i, thiéu mau gap & 46/98 bénh nhan, chiém ty 1¢ 46,94%. Ty 1& bénh
nhan UTBMDD thiéu mau trong nghién ctu caa ching t6i thdp hon nghién
ctu ctia Lé Viét Nho (2014) véi ty 1 bénh nhan UTBMDD thiéu méu 1a 70,0%
[129], nghién ctu cta Hoang Viét Diing va CS (2013) 1a 56,1% [143], nghién
cau cua Tang G. va CS (2017) la 58,7% [144] nhung cao hon nghién ctru cua
Ding Vin Théi (2017) 14 14,0% [131].

Su khéc biét vé ty 1é bénh nhan UTBMDD c6 biéu hién thiéu mau trong

cac nghién ctu c6 thé do khac nhau vé d6i twong, ¢& mau nghién ctu, hoac
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tiéu chuan chan doan thiéu mau (nghién ctiu ciia Dang Van Théi (2017), chan
doan thiéu mau dua vao chi s6 xét nghiém hdng cau, nghién ctu cia Hoang
Viét Diing va CS (2013) chan doan thiéu mau khi khéi luong huyét sic té
<120g/l & nam gigi va <130g/l & nix giGi).

- V& triéu chang non, budn ndn:

Khi UTBMDD ¢ giai doan sém thi biéu hién ndn, budn non c6 thé 1a hau
qua cua cham tiéu hoic cua ton thuong ung thu kich thich niém mac da day.
Khi UTBMDD ¢ giai doan tién trién, nén, buon nén c6 thé do khdi u gay hep
mon vi, tdm vi, tham chi & doan gitra da day [20]. Néu bénh nhan nén nhiéu
s& c6 thé trang khong tét (suy kiét, mit nudc gay réi loan nude dién giai) 1am
anh huong dén kha nang phuc hoi sau mo [130].

Trong nghién ctu caa ching t6i, ndn va’hoic budn non 1a triéu ching co
nang thuong gap tht tu sau dau thuong vi, sit can va thiéu mau vai ty 18 1a
41,84%. Nhu vay, ty 1€ bénh nhdn UTBMDD c6 triéu ching nén va/hoac
budn nén trong nghién ctu cua ching toi twong ddng véi nghién ciu cua
Hoang Viét Diing va CS (2016) véi ty I¢ 1a 42,50% [139] nhung cao hon
nghién ctu cia Nguyén Quang Bo (2017) voi ty 1é 1a 30,20% [130], nghién
ctru ctia L& Viét Nho (2014) véi ty 18 1a 26,70% [129]. Su khac biét vé ty I¢
bénh nhan c6 biéu hién nén, budn nén gitta cac nghién cau cd thé do su khac
biét vé ¢& mau va dbi tugng nghién ctu cua ting tac gia (nghién cau cua
Nguyén Quang Bo trén 53 bénh nhan UTBMDD 1/3 dudi, trong khi nghién
ctru caa chung toi nghién ctru trén UTBMDD khong phén biét vi tri ung thu).

- V& triéu chtmg day bung, o hoi, ¢ chua:

Pay bung, ¢ hoi, ¢ chua 14 triéu ching thudng xuat hién ¢ nhiéu bénh da
day lanh tinh. Trong nghién ctru cua ching téi, ty 1é bénh nhdn UTBMDD cé
day bung, o hoi, ¢ chua la 33,67%, thap hon so véi nghién ciu cua Hoang
Viét Diing va CS (2016) la 44,8% [139] nhung cao hon so vdi nghién ciu cua
Ding Vin Thoi (2017) 12 12,0% [131]. Su khéac biét nay c6 thé do su khac
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nhau vé ddi twong va ¢& mau cua ting nghién ctu (nghién ciu cia Hoang
Viét Diing va CS (2016) thuc hién bénh nhan UTBMDD cao tudi, ¢ ngudi
cao tudi cac co éng tiéu hoa thuong co truong luc thip 1am giam kha ning co
bop cho nén dé gay ra day bung, ¢ hoi; nghién ciru ciia Pang Vian Thoi (2017)
thuc hién trén 100 bénh nhan UTBMDD 1/3 trén, UTBMDD 1/3 trén thuong
c6 biéu hién nudt nghen ndi troi hon cho nén cé thé triéu chiing nudt nghen da
lam lu mo triéu chimg day bung, o hoi, ¢ chua).

- V& triéu chting xuat huyét tiéu hoa:

Xuat huyét tiéu hoa ciing 1a triéu chung hay gap ¢ bénh nhan UTBMDD.
Xuat huyét tiéu hda ¢ bénh nhan UTBMDD xay ra khi khéi u bi hoai tir hoic
khdi u dang loét xam nhap vao mach mau. Xuat huyét tiéu hoa co thé dién
hinh véi biéu hién nén ra mau va/hoic dai tién phan den nhung ciing ¢ thé &
dang 4n, bénh nhan c6 thé c6 hodc khong c6 biéu hién thiéu mau trén 1am
sang. Trong nghién ctu cua chdng toi, triéu chung xuat huyét tiéu hoa biéu
hién & 17,35% s6 bénh nhan UTBMDD. Két qua caa ching toi twong dong
véi két qua nghién ciru cia Nguyén Quang Bo (2017) vai ty 1é xuat huyét tiéu
hoa 1a 18,90% [130] nhung cao hon két qua nghién cau cua Lé Viét Nho
(2014) 1a 11,10% [129], Pang Van Thoi (2017) la 10,0% [131]. Su khéac biét
vé ty I& bénh nhan UTBMDD c6 biéu hién XHTH gitra cac nghién ctu c6 thé
do su khéc nhau vé dbi tuong, ¢& mau cua tirng nghién ctu.
4.1.3.3. Triéu ching thuc thé

Triéu chung thuc thé gap trong nghién ciu caa ching tdi bao gom an
thuong vi dau, so thay khéi u ving thuong vi, gan to. Két qua tai Biéu d6 3.4
cho thay, an thuong vi dau 1a triéu chiing hay gap nhat, chiém ty & 74,49%.
Triéu chung an thuong vi dau xuat hién nhiéu nhat trong nghién ctu cua
ching toi phu hop véi dau thuong vi 12 Iy do hay gap nhat dua bénh nhan
kham bénh va dau thuong vi ciing 1a triéu chimg co nang hay gap nhat trong

nghién ciu nay. Ty 1& bénh nhan UTBMDD ¢6 4n thuong Vi dau trong nghién
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clru cua chiing t6i cao hon nghién ctiru cia Nguyén Quang Bo (2017) vaéi ty Ié
1a 64,2% [130]. Su khéc biét nay c6 thé do Nguyén Quang Bo (2017) nghién
cau trén bénh nhan UTBMDD 1/3 dudi, trong khi nghién ciru ctaa chdng toi
tién hanh trén tat ca bénh nhan UTBMDD khéng phan biét vi tri ung thu.

Khi tham kham 1am sang bénh nhan UTBMDD sém s& khong thay khoi
u & viing bung. Khi phét hién duoc khéi u thi bénh nhan UTBMDD di ¢ giai
doan muon, kich thuéc khéi u da 16n, c6 thé xam lan sang cac tang lan can
lam cho khéi u tré nén it di dong. Trong nghién ctu caa ching t6i, sé bénh
nhan UTBMDD so thay u ving thuong vi, so thay gan to chiém ty Ié rat thap
thap, vai ty 1é tuong tng 1a 11,22%, va 3,06%. Két qua nghién ciu cua ching
t6i tuong dong vai nghién ciu caa Lé Viét Nho (2014) véi ty 1é so thay mang
ctrng vung thuong vi 1a 13,3% [129] nhung thdp hon nghién ctu caa Nguyén
Quang Bo (2017) vai ty 1€ 1a 32,1% [130] va cao hon nghién ctru cia Hoang
Viét Diing va CS (2016) voi ty 1¢ 1a 6,70% [139]. Su khac biét vé ty 1¢ so thay
khdi u ving thuong vi & bénh nhan UTBMDD gitta cac nghién cau c6 thé do
su khéc nhau vé dbi twong, c& mau nghién ctu, dic biét 1a giai doan ung thu
khi bénh nhan vao vién. Mot sé bénh nhan tham kham thay c6 khdi u & ving
bung, sau khi giai thich thi gia dinh khéng dong y mé vi bénh da ¢ giai doan
muon cho nén xin ra vién, vé nha diéu tri bang cac thudc dong y.

Sau khi nghién ctu vé céc trieu chang lam sang caa bénh nhan
UTBMDD, ching t6i thay rang, dau thuong vi, sit can, thiéu mau, non, budn
ndn 1a nhitng triéu chimg co nang va toan than thuong gap. Mot sé triéu ching
khac nhu ddy bung, ¢ hoi, ¢ chua, xuat huyét tiéu hoéa it gip hon. Tuy nhién,
nhitng triéu chimg nay ciing thuong biéu hién & bénh nhan cé bénh da day lanh
tinh khac cho nén céc triéu chung nay it cd gié tri trong chan doan UTBMDD
dac biét la UTBMDD som. Cung véi dau thugng vi la triéu chimg co nang
thuong gap, 4n thuong vi dau ciing 1a triéu chang thuc thé hay gap nhat ¢ bénh
nhan UTBMDD. S bénh nhan UTBMDD ¢4 khéi u ¢ ving thuong vi va/hoic
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gan to chiém ty 18 rat thip trong nghién ciu cua ching t6i. Theo Dang Vin
Thaoi (2017), khi bénh nhdn UTBMDD c¢6 u vung thuong vi thi bénh da ¢ giali
doan muon, it co co hoi diéu trj triét dé, ty 18 song sau 5 nam thap [131].
4.1.4. Pdc diém ton thwong trén ni soi da day

Noi soi da day két hop sinh thiét 1am md bénh hoc 1a phwong phap
thuong duoc sir dung trong chan doan UTBMDD. Qua ndi soi da day, cac bac
sy ¢0 thé xac dinh chinh xac vi tri d6ng thoi chan doan dugc dang ton thuong
cua UTBMDD. Hién nay, nhiing qudc gia c6 ty 16 UTBMDD cao nhu Nhat
Ban, Han Quéc da st dung noi soi da day trong kham sang loc ung thu va da
thu duogc két qua tét vai ty 1é chan doan UTBMDD sdm tang 1én rat cao, trén
90%. Theo khuyén cao cua cé4c tac gia Nhat Ban, nhitng nguoi trén 45 tuoi, co
dau thuong vi, day hoi, kho tiéu, sut can ton tai hoic lap di lip lai trong 2-3
tuan nén duoc kiém tra bang noi soi da day 6 thang/lan [20].
4.1.4.1. Vitri ung thu

Do ¢c6 su khac biét vé dich t&, bénh nguyén va mé bénh hoc cho nén vi
tri ung thu ¢4 vai tro rat quan trong trong phuong thic diéu tri va tién luong
UTBMDD. Theo giai phau, UTBMDD duoc chia thinh UTBMDD tam vj va
UTBMDD khéng thudc tdm vi. Trong nghién ctru ctaa ching toi, vi tri ung thu
dugc xac dinh theo két qua noi soi da day. Két qua nghién cau tai Bang 3.4
cho thay ty 1& bénh nhan UTBMDD tam vi 1a 2,04%, UTBMDD khong thudc
tam vi 1a 97,96%. Két qua nay phu hop véi nghién cau cua Lé Viét Nho
(2014) véi ty 16 UTBMDD khong thudc tam vi la 93,3% [129], nghién ctu
cia Nguyén Thi Ngoc Lan va CS (2018) véi ty I¢ UTBMDD khéng thuoc tam
vi 12 94,0% [136].

O nhém UTBMDD khéng thudc tdm vi trong nghién cau cia ching toi,
tén thuong ¢ hang vi hay gap nhat, chiém ty 1¢ 50,0% UTBMDD, ton thuong
& than vi it gap hon, ty 18 47,96%. Két qua nghién ciru cua ching tdi phi hop
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véi nghién ctu caa Lé Viét Nho (2014), nghién ciu cua Nguyén Thi Ngoc
Lan va CS (2018) véi ty 16 UTBMDD ¢ ving hang vi cao nhat [129], [136].

Qua nghién ciru ndy, két hop vai nhitng nghién ciu gan day caa nhiéu tac
gia trong nudc, ching t6i thdy UTBMDD tam vi van chiém ty 1é rat thap trong
tong so bénh nhan UTBMDD. Trong nhém UTBMDD khéng thudc tam vi,
ung thu & ving hang vi chiém ty 1& rat cao, diéu nay phl hop véi quan diém
cho rang H.pylori van Ia yéu té nguy co chu yéu gdy UTBMDD & Viét Nam.
4.1.4.2. Dang t6n thwong trén ngi soi

UTBMDD sém thuong nho, khé nhan biét khi noi soi cho nén chan doan
UTBMDD sém bang noi soi dé& bo sot tén thuong. Hién nay, nhiéu k¥ thuat
gilp cac béc sy noi soi chan doan UTBMDD sém dé dang va chinh xac hon da
dugc dua vao st dung nhu ky thuat nhuém mau niém mac, néi soi da day véi
anh sang dai hep (NBI). Theo Nguyén Thi Quy (2007), ty 1¢ chan doan
UTBMDD bing néi soi sinh thiét ¢ nhuém mau niém mac véi dung dich
Indigocarmin phd hop véi chan doan mé bénh hoc 12 92% trong khi ndi soi
sinh thiét thuong chi dat ty ¢ 68,3% [87]. Khi UTBMDD ¢ giai doan tién trién,
c4c béac sy ndi soi ¢ thé chan doan xac dinh UTBMDD dua vao hinh anh ton
thuong cua niém mac da day.

Trén noi soi, hinh anh dai thé cia UTBMDD bao gém, dang sui, dang
loét, dang tham nhiém (loét thAm nhiém va xo dét). Trén thuc té, cac ton
thuong dang sui, dang loét va dang tham nhiém thuong phéi hop & cac muc
d6 khac nhau cho nén co thé s& kho xép loai chinh xéac ton thuong. Khi do,
can can ctr VAo ton thuong nao 1a co ban dé xép loai [20].

Két qua nghién ctu cia ching toi tai Biéu d6 3.5 cho thiy, ton thuong
dang sui ¢ tham nhidm gip nhiéu nhat, chiém ty & 52,04%, tiép theo la ton
thuong dang tham nhiém, dang loét vai ty 1¢ twong ung la 19,39% va 15,31%.
It gap nhat la ton thwong dang sui, chiém ty 1 13,26%. Két qua nghién ctu

cua ching t6i co su khac biét vai két qua nghién ciru cia mot sé tac gia khac
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& trong va ngoai nudc. Trong nghién ctu cua Lé Viét Nho (2014), ton thuong
dang loét va dang nam chiém ty 18 cao nhat, twong ung 1a 42,20% va 40,0%,
cac thé ton thuong khac chiém ty 18 thip hon rat nhiéu [129]. Nghién ctu cua
Hoang Thanh Tuyén (2016) thay ty I¢ UTBMDD dang loét 1 40,0%, dang sui
1a 15,5%, dang loét sui 1a 8,9%, dang loét xam l4n 14 26,7% va dang tham
nhiém 1a 8,9% [135]. Két qua nghién ctu cua Lee K. E. va CS (2003) di ghi
nhan UTBMDD dang loét chiém ty 1¢ cao nhat (66,1%), ty 1é dang nam thap
hon (19,6%), dang tham nhiém 1a 11,2% va thap nhat la dang polyp (3,10%)
[145]. Su khac biét vé ty 1é cac dang ton thuong cia UTBMDD c6 thé do sy
khéc nhau vé phuong phap nghién ciu va/hoac ¢& mau cua ting nghién ciu.
Trén thuc té, chan doan xac dinh dang ton thuong UTBMDD trén néi soi phu
thudc rat nhiéu vao quan diém cua béac sy noi soi, dac biét dbi véi nhitng ton
thuong két hop. Céc bac sy ndi soi cd thé két luan theo dang tén thuong noi
troi hon hay két luan déng thoi cac ton thuong cling xuat hién.

C6 sy khéac nhau trong chan doan dang ton thuong UTBMDD giira béac
sy noi soi va phau thuat vién do trén hinh anh noi soi 1a c6 do phong dai,
trong khi cac phau thuat vién danh gia ton thuong bang mit thuong. Tuy
nhién, sy khac nhau nay c6 thé chap nhan duoc vi c6 d6 phd hop gitra hinh
anh ton thuong qua noi soi voi két qua phau thuat, voi hé so kappa 1a 0,896
(trich theo L& Viét Nho [129]).

4.1.5. Pdc diém mé bénh hoc

Ung thu biéu md 1a thé mé bénh hoc thuong gap nhat cia UTDD, chiém
ty 18 85-90% [129]. Hinh anh vi thé cia UTBMDD rat da dang cho nén chan
doan thé mo bénh hoc c6 vai trd rat quan trong trong diéu tri va tién luong.

Hién nay trén thé giéi c6 nhiéu hé théng phan loai méd bénh hoc
UTBMDD dang cung ton tai. Trong d6, phan loai cua Lauren (1965) va phan
loai cia WHO (2000) duoc stir dung rong rai hon ca, cho nén trong nghién
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ctru ndy, ching tdi ap dung tiéu chuan chan doan thé mé bénh hoc UTBMDD
cua Lauren (1965) va WHO (2000).
4.1.5.1. Thé md bénh hoc theo phan logi Lauren (1965)

Theo phan loai Lauren (1965), UTBMDD c6 2 thé chinh I thé ruot va thé
lan toa. Trong d6, thé lan téa tién luong x4u hon thé rudt. Co ché bénh sinh cua
UTBMDD thé lan toa lién quan nhiéu véi yéu té vat chu nhu d6t bién gen hay
di truyén con thé rudt lién quan nhiéu dén yéu t6 moi truong nhu nhidm
H.pylori, ché do an, 16i song [146]. Theo Tang L. H. va CS (2015), ¢6 su khéac
biét r rang gitra thé rudt va thé lan toa trén 1am sang (Bang 4.2) [94].

Bang 4.2. Dic diém 1am sang cua ung thu biéu mo da day theo
phan loai Lauren (1965)

Pic diém Thé rudt Thé lan téa
Do tudi luc phét bénh >50 tudi <50 tudi
Gidi tinh Nam > N Nam = N
Phan bé dia ly Chau A Bat ctr dau
Ton thuong ban dau Di san rudt, loansan | UTBM thé té bao nhan
Vi tri thuong gap Hang vi, tam vi Théan vi
Phan loai Bormann Typ I, 11, 11 Typ IV

* Nguon: Theo Tang L.H va CS (2015) [94]

Két qua nghién ctru cua ching tdi tai Bang 3.5 cho thay, ty 16 UTBMDD
thé rudt c6 xu hudng cao hon thé lan toa, (53,06% va 46,94%). So sanh voi
két qua nghién ciru caa mot sb tac gia trong va ngoai nudc, ching tdi thay co
mot s6 diém twong dong va khac biét nhu sau,

- Nghién cttu ¢ trong nudc:

Nhiéu nghién ciu tai Viét Nam ciing ghi nhan ty 16 UTBMDD thé ruot
chiém uu thé so voi thé lan toa. Ty 16 UTBMDD thé rudt va thé lan toa trong
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nghién ctu cia ching t6i twong ddng véi nghién ciu cua L& Viét Nho (2014)
Vi ty 16 UTBMDD thé rudt 1a 51,1% va thé lan toa la 48,9% [129] nhung lai
thip hon so véi nghién cau cia mot sé tac gia khéac. Trong nghién cau cua
Nguyén Manh Huing va CS (2016), ty 16 UTBMDD thé rudt 1a 66,1% va thé
lan toa 1a 33,9% [147]; nghién cau cta Trinh Hong Son va CS (2014) thay ty 1é
UTDD thé lan toa 1a 62,79% va thé rudt 1a 30,23% [148]. Két qua nghién cau
cta Tran Pinh Tri va CS (2016) thay c6 su ddi nghich rat 16n vé ty 1¢ hai thé
md bénh hoc giita hai mién Nam - Bac caa Viét Nam véi nhém UTBMDD tai
thanh phé H6 Chi Minh c6 ty ¢ thé lan téa cao hon thé rudt (61,20% S0 V6i
34,30%) véi p<0,05, trong khi tai Ha Noi, lai c6 ty 1¢ thé ruot chiém wu thé hon
(52,60% S0 v&i 46,40%) Vi p>0,05 [149].

- Nghién cttu ¢ ngoai nudc:

Téc gia Lee K. E. va CS (2003) nghién cau tai Han Qudc thay ty 1¢ thé
lan toa 14 44,8%, thé rudt 1a 39,6% [145]. Mot s nghién ctu gan day ¢ Trung
Quéc cho thay dang co su thay doi vé ty Ié thé rudt va thé lan toa. Nghién cau
cua Qiu M. Z. va CS (2013) thay ty l¢ thé ruot la 47,59% va thé lan toa la
52,41% [150]. Nghién ctu tai Trung Quéc caa Jun J. va CS (2019) thay ty I¢
thé lan téa ngang bang vai ty 18 thé ruot (50,0% va 50,0%) [151].

Sy thay d6i vé ty I¢ UTBMDD thé lan toa so véi thé rudt trong két qua
ciia mot sb nghién ciu tai Viét Nam va Trung Quéc trong thoi gian gan day
da goi y rang, clng véi su phat trién kinh té, mac séng cua nguoi dan dugc
nang Ién va nhiing tién bo trong tiét trir H.pylori da lam giam ty 1& nhiém
H.pylori trong cong d¢éng. Do UTBMDD thé rudt cé lién quan chit ché véi
H.pylori cho nén khi ty 18 nhiém H.pylori giam xudng s& lam giam ty Ié
UTBMDD thé ruét, tir d6 c6 thé dang c6 xu hudng thay doi vé hinh thai ton
thuong mo bénh hoc cia UTBMDD tai Viét Nam va Trung Quéc. Tuy nhién,
dé khang dinh chinh x&c nhan dinh nay can phai tién hanh trién khai nhiing

nghién ctu véi ¢d mau 16n hon va thoi gian dai hon.
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4.1.5.2. Thé md bénh hoc theo phan logi WHO (2000)

Nam 2000, WHO gop phan loai caa Lauren (1965), bd sung loai mé hoc
thé té bao nho va céac thé méd hoc duoc ma hoda vao trong mot phan loai moi
[96]. Theo phan loai ndy, clng vai thé rudt va thé lan téa, UTBMDD duoc
phan chia thanh 9 thé mé bénh hoc véi cac ma ICD khac nhau. Ap dung tiéu
chuan phan loai thé mé bénh hoc UTBMDD cua WHO (2000) vao trong
nghién cau, ching t6i da ghi nhan dugc 4 thé md bénh hoc, bao gém thé dng
nho, thé té bao nhan, thé nhay va thé khdng biét hda. Trong do, thé 6ng nho
gap nhiéu nhat, chiém ty 1¢ 52,04%, tiép theo la thé khong biét hoa (22,45%),
thé té bao nhan (17,35%), it gap nhat 1a thé nhay (8,16%). Két qua nghién ctu
cua ching t6i (Bang 3.6) tuong dong véi két qua nghién ctu cia mot sé tac
gia khac ¢ trong va ngoai nudc,

- Nghién cttu ¢ trong nudc:

Nghién ctu cua Lé Viét Nho (2014) trén 90 bénh nhan UTBMDD ciing
ghi nhan thé dng nho ciing 1a ton thuong hay gap nhét (53,30%), tiép theo 1a
thé khong biét hoa (23,30%), thé té bao nhan (15,60%) va thé nhay (7,80%)
[129]. Nghién ctu ctia Hoang Viét Diing va CS (2016) thay ty Ié thé éng nho
1a 61,90%, thé té bao nhan 1a 11,90%, thé nhay Ia 10,4%, thé nh( 14 9,0%, céc
thé té bao vay, tuyén vay va té bao nho chiém ty Ié rat thap (6,70%) [139].
Nghién ctu caa Nguyén Manh Hung va CS (2016) trén 56 bénh nhan
UTBMDD diéu tri phiu thuat ciing ghi nhan thé éng nho chiém da sb
(53,60%), tiép theo la thé kém biét hoa (25,00%), thé nhay (10,70%), thé té
bao nhin (8,90%), thé nhu (1,80%) [147].

- Nghién ctru ¢ ngoai nudc:

Tai Han Quéc, nghién ciu caa Lee K. E. va CS trén 841 bénh nhan
UTBMDD thédy ring, thé éng nho va thé nhi hay gip nhat, chiém ty Ié
65,10%, tiép theo la thé té bao nhan (16,60%) va thé nhay (5,10%), cac thé
khac chiém ty Ié rat thap (3,30%) [145].
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Tai Rumani, nghién ctru cua Lazar D. va CS (2009) trén 61 bénh nhéan
UTBMDD thay thé 6ng nhé chiém ty 1& cao nhat (46%), thé nhu 14 8,2%, thé
té bao nhan 1a 27,8%, thé nhay 1a 13,1% va thé khong biét hda la 4,9% [152].

Nhu vay, mic du ¢ su khac nhau vé ty 18 cac thé MBH cia UTBMDD
theo phan loai cia WHO (2000) gitra cac nghién cttu ¢ trong va ngoai nudc,
nhung toan bd cac nghién ctu déu ghi nhan thé éng nho 1a tén thuong hay
gip nhat. Béi chiéu theo phan loai Lauren, thé ng nho thuong thudc thé rudt,
con thé té bao nhan, thé khéng biét hoa thuong thuoc thé lan toa. Picu nay
gop phan giai thich cho két qua ty 16 UTBMDD thé rudt cao hon thé lan toa.
4.1.5.3. Pdc diém giai dogn TNM theo phan logi AJCC(2010)
< DPac diém giai doan xam lan khéi u

Giai doan xam 1an khéi u theo bé day thanh da day c6 vai trd rat quan
trong trong diéu tri va tién luong UTBMDD. Khi khéi u xam lan cang sau thi
tién luong s& cang xau. Trong nghién ctu ndy, ching toi ddnh gia mic do
xam lan khéi u dua trén két qua giai phau bénh mau md UTBMDD thu dugc
sau phau thuat theo tiéu chuan AJCC phién ban 7 (2010) [97].

So véi phién ban 6, phan loai caa AJCC phién ban 7 (2010) c6 mét s6
thay d6i nhu sau:

Trong phién ban 7 giai doan xam lan T1 dugc chia thanh T1a va T1b.
T1a la khi khéi u xam l4an dén 16p co niém va T1b 1a khi khoi u x&m lan dén
16p dudi biéu md. Su phan chia nay rat quan trong, boi UTBMDD khong nhur
cac ung thu khac, di c6 khuynh hudng di can hach bach huyét ngay khi khoi
u m&i gisi han & 16p ndi niém mac dudi biéu mé (lamina propria). Tai phién
ban 6, giai doan xam lan T2 dugc chia thanh T2a va T2b, twong tng maic xam
1an t6i 16p co va dudi thanh mac nhung tai phién ban 7, khéi u xam lan dén
16p dudi thanh mac duoc xép vao do T3, diéu ndy phan anh tién luong xau
hon cua khéi u xam lan sau hon. Khi ting do tir T2 1én T3 da dat khéi u vao

nhom cao hon ¢ tit ca cac giai doan. Mot thuc té quan trong nira can cha y 13,
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giai doan xam lan T3 ciing bao gébm cac khdi u xam lan vao dai trang hoic
day ching da day-gan ma khong xuyén qua phic mac tang. Phan loai giai
doan cac khdi u xuyén qua lép thanh mac ciing c6 su thay d6i. O phién ban 6,
nhitng khéi u nay dugc xép vao giai doan xam lan T3 nhung & phién ban 7 da
xép vao giai doan T4a. Nhitng khdi u xam lan vao cac co quan lan can dugc
xép vao giai doan T4b. Vi tiéu chuan phan loai giai doan 7, khi UTBMDD &
giai doan xam lan T4b va c6 duong tinh hach van c6 thé xép vao giai doan 3.

Trong nghién ctru cua chang téi (Bang 3.8), UTBMDD ¢ giai doan T3
chiém ty & cao nhat (47,96%), tiép theo la giai doan T4 (31,63%) va thap
nhat 12 giai doan T2 (20,41%), khéng gap giai doan TO, T1. Két qua nghién
ctru caa ching toi phi hop véi mot s tac gia ¢ trong va ngoai nudc,

- Nghién cttu ¢ trong nudc:

Nghién ctru cua L& Viét Nho (2014) thay hau hét UTBMDD cé xam lan
khoi u ¢ giai doan T2-T4, chiém ty 18 97,70%, trong khi chi c6 1 truong hop &
giai doan T1 chiém ty 16 2,30% [129]. Nghién ciu cua Nguyén Quang Bo
(2017) thay, 100% UTBMDD c6 xam lan khéi u & giai doan T2 dén T4 [130].

- Nghién ctru ¢ ngoai nudc:

Nghién ctu cua Hou Y. va CS (2018) tai Trung Qudc thay 17,6%
UTBMDD xam lan khéi u ¢ giai doan T2, ¢ giai doan T3 la 44,30%, & giai
doan T4 la 27,6%; chi c¢6 10,4% & T1 [153]. Nghién ctu cua Jun J. va CS
(2019) tai Trung Quéc thay ty 16 UTBMDD xam lan khéi u giai doan T1 la
3,5%, giai doan T2 la 14,0%, T3 12 53,5% va T4 14 29,1% [151].

Tur két qua cua cac nghién cau ¢ trén, ¢d thé nhan xét rang, hau hét bénh
nhan UTBMDD & Viét Nam va Trung Quédc khi dén kham, diéu tri da ¢ giai
doan khdi u da xam 1an qua I6p niém mac.

% Pic diém di can hach ving
Panh gia giai doan di can hach ving rat quan trong trong chan doan,

diéu tri, tién luong ung thu néi chung va ung thu da day néi riéng. Trong
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nghién ctu nay, chdng t6i p dung tiéu chuan danh gia di cin hach viing cua
AJCC phién ban 7 nam 2010. Mac du trong phan loai nay cac giai doan di can
hach khong thay doi so vai phién ban 6 (ciing bao gdm giai doan NO, N1, N2
va N3) nhung lai ¢6 su thay d6i dang ké vé s6 luong hach di can ¢ tung giai
doan. Theo phién ban 7, giai doan N1 la khi di can 1-2 nhom hach, trong khi
& phién ban 6 di can 6 hach magi dugc xem 1a N1. Giai doan N2 trong phién
ban 7 phan anh tinh trang di can ti da 6 hach, thap hon rat nhiéu so véi phién
ban 6, khi di can 15 hach mdi cong nhan 1a giai doan N2. Tuong tu, giai doan
N3 theo phién ban 7 1a khi di can tir 7 hach tro 1én, trong khi phién ban 6 yéu
cau trén 15 hach. Nhimng thay ddi vé s6 lugng hach di can ¢ timg giai doan di
cin hach dya trén nhiing thay d6i c6 ¥ nghia vé kha nang séng thém caa bénh
nhan va 1a yéu tb tién lwong quan trong lién quan vai sé luong hach. Nhiing
thay d6i Vé s6 luong hach di cin & giai doan N3 gitra phién ban 7 va phién
ban 6 c6 ¥ nghia rat quan trong doi véi UTBMDD véi céc ly do sau, theo
phién ban 6, khi bénh nhan di can hach giai doan N3 sé thudc giai doan IV
cua ung thu, nhung theo phién ban 7, bénh nhan di can hach giai doan N3 ¢c0
thé & giai doan I hodc giai doan 11l cia ung thu. Nhu vay, mac dd bénh nhan
UTBMDD c6 di can hach ¢ giai doan cao 1a mot dau hiéu tién luong xau
nhung c6 thé van chua xép vao giai doan IV cua ung thu. Ngoai ra, ¢ thém
mét su thay d6i nira giira phién ban 7 va phién ban 6 13, c6 thé chuyén giai
doan di can hach. Theo phién ban 7, khi phau thuat néu bénh nhan UTBMDD
c6 s6 hach di cin khong du s6 hach tdi thiéu so véi quy dinh thi c6 thé giam
giai doan di can. Nhing thay ddi trong phan loai giai doan di can hach cua
AJCC phién ban 7 da yéu cau sb luong hach it hon cho mdi giai doan di cin
hach N twong ¢ng so vé&i phién ban 6. Piéu nay gidp cho bénh nhan
UTBMDD khdng bi xép dudi giai doan.

Trong nghién ciu cua ching toi (Bang 3.8), s6 bénh nhan UTBMDD di
cin 3-6 hach (giai doan N2) chiém ty 1 cao nhat (64,29%), tiép theo 1a di can
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1-2 hach (giai doan N1) chiém ty I¢ 18,37%, di cin trén 7 hach (giai doan N3)
1a 11,22%. Ty & chua c6 di cin hach (giai doan NO) rat thap (6,12%). So sanh
két qua nghién ctru cua ching tdi vaoi nghién ciru cia mot sb tac gia trong va
ngoai nudc thay c6 su phi hop va khac biét nhu sau,

- Nghién cttru ¢ trong nudc:

Nghién ctu cua Lé Viét Nho (2014) thiy ty 1 di cin hach & giai doan
NO kha cao (36,4%), trong khi ty I€ di can hach giai doan N1 la 43,2% va N2
la 20,4%, khong gap giai doan N3 [129]; nghién cttu cia Pang Van Thoi
(2017) thay ty Ié di can hach & giai doan NO 1a 6,0%, giai doan N1 |a 44,0%,
N2 13 48,0% va giai doan N3 14 2,0% [131]. Nghién ctu caa Nguyén Quang
Bo (2017) thay ty 1& di can hach & giai doan NO 1a 58,50%, giai doan N1 va
N2 lan luot 12 28,30% va 13.20%, khdng gap giai doan N3 [130].

- Nghién cttu 6 ngoai nudc:

Nghién ciu cia Hou Y. va CS (2018) thay ty I¢ di cian hach giai doan NO
la 30,3%, giai doan N1 la 20,8%, N2 la 15,4% va giai doan N3 la 33,5%
[153]. Nghién ctru caa Jun J. va CS (2019) thiy, ty I¢ UTBMDD di can hach
giai doan NO la 22,1%, N1 la 19,8%, N2 la 27,9% va N3 la 30,2% [151].

Su khac biét vé ty 18 cac giai doan di cin hach giita cac nghién ctu c6
thé do su khéac nhau vé déi tuong, ¢& mau va tiéu chuan danh gia giai doan di
can hach vung duoc st dung trong tirng nghién cuau.
< DPic diém di can ung thu

Khéc voi xép giai doan xam lan khéi u va di can hach ving, tiéu chuan
xép giai doan di cin ung thu trong phan loai cua AJCC phién ban 7 (2010)
khong c6 su thay doi so véi phién ban 6. Trong nghién ctu nay, cé 4 bénh
nhan dugc phat hién c6 di cin xa trong cudc phau thuat, véi 1 bénh nhan khéi
u xam lan phtc mac va budng tring, 3 bénh nhan khdi u xam lan dau tuy,
mac treo. Mic du trudc phau thuat, s bénh nhan nay da chup cat 16p vi tinh 6

bung nhung két qua chup khong phét hién bénh nhan cé di can xa, do d6 bénh
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nhan van c6 chi dinh phau thuat cit bo khdi u. S6 bénh nhan UTBMDD di
cdn xa trong nghién ciu cta ching tdi thap hon nghién cau caa Lé Viét Nho
(2014). Trong nghién ciru cia Lé Viét Nho (2014), ty 1é bénh nhan UTBMDD
phau thuat ¢ giai doan di can xa kha cao (27,3%) [129]. Theo y vin, chyp cat
I6p vi tinh ¢6 wu diém trong xac dinh vi tri, tinh chat khu trd hay lan tran cua
ung thu, nhung lai c6 han ché trong chan doan giai doan xam lan, va giai doan
di can hach, va khong phat hién duoc di can xa. do d6 chup cit Iop vi tinh
khéng duoc sir dung dé chan doan giai doan UTBMDD truéc mo.
% Lién quan gitra giai doan xam lan khéi u va di can hach ving

Két qua nghién cau caa ching tdi tai Bang 3.7 cho thay, khi khdi u xam
lan cang sau thi so hach di can cang 16n. O giai doan T2, chi c6 15,0% s6
bénh nhan chua c6 di can hach trong khi c6 dén 30,0% di cin hach & giai
doan N1 va 55,0% di can hach & giai doan N2. O giai doan T3, chi c6 4,26 %
s bénh nhéan chua c6 di can hach, trong khi c6 14,89% di can hach giai doan
N1, 68,09% di can hach giai doan N2 va 12,76% di can hach giai doan N3.
Khi khéi u xam 14n ¢ giai doan T4, ¢6 3,23% s6 bénh nhan chua di cin hach
(giai doan NO), c6 16,13% di can hach ¢ giai doan N1, trong khi c6 dén
64,51% di can hach & giai doan N2, va 16,13% di can hach ¢ giai doan N3.

Két qua nghién ctu cia ching toi phi hop voi nghién ciu cia Bostanci
E. B. va CS (2003) thuc hién trén 359 bénh nhan UTBMDD. Trong nghién
ctiu ciia Bostanci E. B va CS (2003), ty 1¢ di can hach khi khéi u xam lan duéi
niém mac (SM-Submocose) 1a 7,0%, khéi u xam lan 16p co (PM-Propria
muscularis) 1a 11,0%, xam lan 16p dudi thanh mac (SS-Subserosa) 1a 80,0%
va xam lan 16p ngoai thanh mac (SE- Serosa extended) 1a 2,0% [154].
4.1.6. Pic diém giai doan ung thuw

Hién nay, ty 1¢ phat hiégn UTBMDD sém ¢ nudc ta rat thap, khoang trén
dudi 10% tong s6 UTBMDD. Han Québc, Nhat Ban c6 ty Ié phat hién
UTBMDD sém cao hon rat nhiéu cho nén ty Ié bénh nhan UTBMDD c6 thoi
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gian song thém sau mo trén 5 nam 1a rat cao. Nguyén nhan cia van dé gom
nhiéu ly do, song ly do cha yéu van Ia quan diém cta ca bénh nhan va thay
thudc ddi véi khuyén cdo nén tién hanh tim soat UTBMDD bang noi soi da
day ¢ nhitng ddi tueong c6 nguy co.

Theo tiéu chuan phan loai giai doan ung thu cia AJCC(2010) [97], trong
nghién ctu caa ching toi (Bang 3.9), s6 bénh nhan UTBMDD phau thuat &
giai doan Il 14 66,33%, chiém ty 1¢ cao nhat, tiép theo 13 giai doan Il
(25,51%), giai doan I va giai doan IV chiém ty I¢ rat thap (4,08%). Boi véi
ung thu noi chung va UTBMDD noi riéng, giai doan IV da phan anh tinh
trang rat nang cua bénh. Vi thé bénh nhan hoic da tir vong, hoic khong cé chi
dinh diéu tri phau thuat. Diéu nay giai thich cho tinh trang UTBMDD giai
doan 1V chiém ty 1¢ thap trong nhiéu nghién cuu.

So sanh két qua nghién cau cua ching tdi voi két qua nghién ciu cua
mot s6 tac gia & trong va ngoai nudc, thay cé su phli hop va chua phu hop,

- Nghién cttu ¢ trong nudc:

Nghién cau cua Lé Viét Nho (2014) thay UTBMDD phau thuat ¢ giai
doan 11 chiém ty 1& cao nhét (36,4%), tiép theo 1a giai doan 1V (27,3%), giai
doan 111 (25,0%), thap nhat 13 giai doan | (11,4%) [129]. Trong nghién ctu
ctia Hoang Viét Diing va CS (2016), ty 16 UTBMDD giai doan | 13 27,6%,
giai doan II 1a 29,1%, giai doan III 1a 21,6%, giai doan IV la 21,6% [139].

- Nghién ctru ¢ ngoai nudc:

Nghién ctu cia Sakurai K. va CS (2015) thay ty 16 UTBMDD giai doan
I1I va giai doan IV & nhém UTBMDD >80 tudi 1a 36,90%, nhém >60 tudi 1a
27,30% [155], nghién ctu cta Jun J. va CS (2019) thay ty I¢ UTBMDD giai
doan I'1a 11,60%, giai doan II 1a 25,60% va giai doan Il la 62,78% [151].

Su khac biét vé ty 1é cac giai doan ung thu gitra cac nghién cau c6 thé do
ap dung tiéu chuan chan doan giai doan ung thu khac nhau hoic do su khac

nhau vé ¢& mau, ddi twong nghién ctu. Tuy vay, két qua cua cac nghién cau
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déu c6 diém chung 1a da sb bénh nhan UTBMDD phau thuat & giai doan II dén
giai doan IV. Diéu nay cho thay khi bénh nhan UTBMDD dén kham thuong da
& giai doan mudn, tién luong Xau.

4.1.7. Ty l¢ methyl hoa gen SFRP2, RNF180

Methyl hda ADN Ia hién twgng mot géc methyl (-CH3) duoc gin vao
cachon sé 5 cua cytosin dudi xdc tadc cua enzym DNAmethyltransferases
(DNMTS) trén soi ADN. Methyl hoa ADN lam thay d6i biéu hién gen, cu thé
la 1am giam biéu hién cua cac gen tc ché khdi u, dugc phat hién trong nhiéu
loai ung thu, bao gdm ca UTBMDD [10].

C6 nhiéu phuong phap ky thuat phat hién methyl héa ADN. Trong
nghién ctu nay, ching toi sir dung ki thuat PCR dic hiéu methyl (MSP) dé
phat hién methyl hda gen SFRP2, RNF180 trong lwong ADN tach chiét tur
mau mé UTBMDD thu duoc tir 98 bénh nhan UTBMDD nguyén phéat phau
thuat diéu tri triét can va mau mo sinh thiét khi noi soi da day thu duoc & 40
bénh nhan VDDMT.
4.1.7.1. Panh gida chdt lwong ADN sau xaz 1y bisulfit

Do chinh xé4c cua két qua xét nghiém methyl hoa bang phuong phap
MSP phu thudc vao d6 tinh sach cua luong ADN téng s6 thu dugc sau xu ly
bisulfit. Néu xur Iy bisulfit khéng hoan toan thi két qua s& ¢ nhimg truong
hop duong tinh gia do cytocin khong duoc chuyén hét thanh uracil.

Pé danh gia chat lugng ADN téng s6 thu duoc sau xir ly bisulfit, chiing
t6i sir dung cip moi nhan gen p-globin theo quy trinh cta nha san xuat. Gen
S-globin khdng bi methyl hoa cho nén trinh ty nucleotid sau khi xu ly bisulfit
s& c6 tat ca cytosin chuyén thanh uracil, do d6 cap méi duoc thiét ké theo
trinh tu ADN gdc khong thé bit cap vai ADN da dugc xu |y bisulfit. Vi vy,
néu qué trinh xu ly bisulfit xay ra hoan toan thi khdng ¢ san pham PCR,
nguoc lai nhitng mau ADN khéng duoc xir ly bisulfit hoan toan s& xuat hién
bang dién di co kich thuéc 97bp. Két qua dién di san pham PCR lugng ADN
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thu duoc sau tach chiét tir cic mau UTBMDD, VDDMT véi gen fS-globin
trudc xu ly bisulfit tai Hinh 3.3 va Hinh 3.5 cho thay cac khuén ADN téach
chiét tir cac mau mé UTBMDD va mau mdé VDDMT déu cho phép khuéch
dai gen S-globin véi kich thuéc 97bp. Biéu nay ching to lugng ADN tong s6
sau tach chiét c6 chat luong dam bao cho xtr ly bisulfit. Két qua dién di san
pham PCR cua cac mau UTBMDD, VDDMT véi gen p-globin sau xi ly
bisulfit tai Hinh 3.4 va Hinh 3.6 khong thu dwgc san pham co kich thudc
97bp, déu nay chang téo cac mau ADN tong s6 da duoc xu ly hoan toan voéi
bisulfit, dat yéu cau dé thuc hién ki thuat MSP.

4.1.7.2. Ty I¢ methyl hoa gen SFRP2

Gen SFRP2 la gen wc ché khdi u thdng qua chirc ning diéu bién am tinh
con dudng tin hiéu Wat, c6 lién quan dén nhiéu loai ung thu, trong d6 co
UTBMDD. Nhiéu nghién ctu vé di truyén ngoai gen da chi ra rang, methyl
hoa tai cac dao CpG viing promoter s& 1am bat hoat gen SFRP2, tir d6 dan dén
hinh thanh, phat trién UTBMDD [11], [13] [16].

Két qua nghién ctu caa ching toi tai Bang 3.10 cho thay, ty I¢ methyl
hoa gen SFRP2 & nhém bénh nhan UTBMDD la 74,49%, ty 1€ khong methyl
hoa gen 1a 25,51%, sy khéac biét co y nghia théng ké vai p<0,01 (OR= 6,06
95% CI 2,72-13,30). Nhu vay, ¢d thé ndi rang, nguy co UTBMDD & nhém c6
methyl héa gen SFRP2 cao gap 6,06 1an so voi nhdm khéng methyl héa. So
sanh voi két qua nghién ciu cia mot sé tac gia ¢ ngoai nuéc, két qua nghién
cru cua ching t6i twong dong vai nghién ciu caa Cheng Y. Y. (2007) va
Zhang X. (2014). Trong nghién ctu cua Cheng Y. Y. va CS (2007), methyl
héa gen SFRP2 gap & 22/30 (73,3%) miu mé ung thu va 6/30 (20%) miu mo
lanh tinh lién k&, su khac biét c6 y nghia thong ké véi p<0,01 [13]; nghién
cau cua Zhang X. va CS (2014) trén 57 bénh nhan UTBMDD va 42 bénh
nhan bénh da day lanh tinh, ty 1é methyl hoa gen SFRP2 & nhom UTBMDD
14 71,93%, va nhém chiing la 42,86% (OR=3,42 95% CI 1, 47-7,92) [16].
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4.1.7.3. Ty l¢é methyl hoa gen RNF180

Gen RNF180 14 gen &c ché khdi u do ¢6 hoat tinh E3 ubiquitin ligase, c6
lién quan dén qua trinh hinh thanh va phét trién UTBMDD [12]. Nghién cau
cua nhiéu tac gia trén mau mé va/hoic mau huyét thanh cta bénh nhan
UTBMDD di ghi nhan c6 méi lién quan giira taing methyl héa gen RNF180
véi UTBMDD, va ting methyl hoa gen RNF180 14 yéu tb tién luong xau ¢
bénh nhan UTBMDD [15], [16].

Nghién ciu cia Cheung K. F. va CS (2012) trén 198 mau m6 UTBMDD
nguyén phat, 20 mau md di san rudt (DSR) va 23 mau mo da day & nguoi
binh thuong thay ty 1& methyl hda gen RNF180 ¢ nhém UTBMDD la 76%, ¢
nhom DSR la 55%, khong gap methyl hda gen RNF180 ¢ nhom nguoi binh
thuong. Trong nghién ctru nay, Cheung K.F va CS da ghi nhan methyl hoa
viing promoter s& 1am bat hoat hoic giam biéu hién cua gen RNF180 & 6/7
dong té bao UTBMDD, dong thoi cling ghi nhan su biéu hién gen RNF180
duoc khéi phuc bang chat tc ché methyl héa methyltransferase inhibito. Theo
Cheung K. F. (2012), methyl héa gen RNF180 ¢ céac vi tri CpG (-116, -80,
+97 va + 102) ¢6 lién quan dén tién lugng X4u & bénh nhan UTBMDD [15].

Nghién ctru ciia Zhang X. va CS (2014) trén mau huyét thanh cua 57 bénh
nhan UTBMDD va nhdm chting gom 42 bénh nhan c6 bénh da day lanh tinh
thay, ty 16 methyl héa gen RNF180 & nhém UTBMDD la 57,89% va nhom
ching 14 23,81% , nguy co UTBMDD ¢ nhom c6 methyl hoa gen RNF180 tang
cao gap 4,40 lan so vai khdng methyl hoa (OR= 4,40 95% CI 1,82-10,65 [16].

Trong nghién ctu cua ching toi, két qua tai Bang 3.11 cho thiy, ty 1é
methyl héa gen RNF180 & nhdém bénh nhdn UTBMDD la 61,22%, ty ¢
khong methyl hda 1a 38,78%, su khac biét co ¥ nghia théng ké véi p<0,01
(OR=5,44 95% CI 2,33-12,68). Nhu vay, nguy co UTBMDD & nhom co
methyl hoa gen RNF180 cao gap 5,44 lan nhdm khéng cé methyl hoa.
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Mac du ty I¢ methyl héa gen RNF180 trong nghién curu cuaa ching toi
thap hon nghién ctu ciia Cheung K. F. va CS (2012) [15], va cao hon ghién
ctru cua Zhang X. va CS (2014) [16] nhung két qua céc nghién ctu déu thdng
nhat nhan dinh methyl hoa gen RNF180 14 1am ting nguy co cia UTBMDD.
Su khéc biét vé ty 1é methyl hoa gen RNF180 giita cac nghién ciu cd thé do
su khéc nhau vé ¢& mau, loai mau cua ting nghién cau.
4.1.7.4. Ty |é dong methyl hda 2 gen SFRP2 va RNF180

Két qua nghién ctu cua chdng t6i tai Bang 3.12 cho thay, ty 1é dong
methyl héa gen SFRP2 va RNF180 ¢ nhém UTBMDD cao hon nhom methyl
hoa mét trong hai gen, trong g la 66,25% so véi 33,75%, su khac biét co y
nghia thong ké véi p<0,01 (OR=3,27 95% CI 1,07-9,96). Nhu vay, c6 thé noi
rang, nguy co UTBMDD & nhom dong methyl hda gen hai gen cao hon 3,27
lan so véi nhém c6 methyl hda mot trong hai gen nay.

Két qua ctia ching t6i c6 su phi hop véi nghién cau caa Zhang X. va CS
(2014) [16]. Theo Zhang X. va CS (2014), methyl hoa dong thoi gen SFRP2 va
gen RNF180 Iam cho nguy co UTBMDD tang 1én 16 rét, véi OR=5,57 (95% ClI
2,13-14,57), trong khi methyl hoa don thuan gen RNF180 c¢6 OR=4,4 (95% Cl
1,82 -10,65) hoiic methyl héa don thudn gen SFRP2 c6 OR=3,42 (95% Cl 1,47
-7,92) [16]. Tir d6 Zhang X. va CS (2014) [16] da dua ra nhan xét rang, dong
methyl hda gen SFRP2 va gen RNF180 c6 nhiéu tiém nang 1 chi dau sinh hoc
& muc do phan tir cho chan doan UTBMDD.

4.2. Lién quan giira ty 1€ methyl hoa gen SFRP2, RNF180 voi 1am sang,
mo bénh hoc

4.2.1. Lién quan giita ty 1¢ methyl hda gen SFRP2, RNF180 véi gidi tinh

4.2.1.1. Lién quan giza ty I¢ methyl hoa gen SFRP2 vai gidi tinh

Két qua nghién cau cua ching toi tai Bang 3.13 cho thay, mic du ty 1¢
methyl héa gen SFRP2 & nam cao hon so vdi nit (twong tng la 75,0% va

73,33%) nhung su khac biét khong c6 ¥ nghia thong ké, véi p>0,05. Trong
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nghién ctru caa Zhang X. va CS (2014), ty 1€ methyl hda gen SFRP2 ¢ nam
thap hon nit (twong (ng 1a 69,23% va 77,78%), su khac biét khong c6 y nghia
théng ké véi p>0,05 [16]. Nhu vay, mac du ty 1& methyl hoa gen SFRP2 ¢
nam va nir trong nghién ciu cua chiing t6i khong twong dong véi ty Ié methyl
hoa gen SFRP2 & nam va nir trong nghién cau caa Zhang X. va CS (2014)
nhung két qua nghién ctu déu cé chung két luan 1a khéng c6 méi lién quan
gitra methyl héa gen SFRP2 vaéi giai tinh.
4.2.1.2. Lién quan giza ty I¢ methyl hoa gen RNF180 vai gigi tinh

Két qua nghién ctu caa ching toi tai Bang 3.20 cho thay, ty I¢ methyl
hoa gen RNF180 ¢ nam cao hon nir, twong tng la 63,24% va 56,67%, su khac
biét khong c6 y nghia thong ké, véi p>0,05. Trong nghién cau caa Zhang X.
va CS (2014), ty 16 methyl hda gen RNF180 ¢ nam lai thip hon nit gidi
(twong tng 1a 51,28% va 72,22%), su khéc biét khong c6 v nghia théng ké
véi p>0,05 [16]. Nhu vay, mac du ty 1€ methyl hdéa gen RNF180 ¢ nam gidi
Va nit gioi trong nghién ctiu caa ching t6i khong twong dong véi ty 18 methyl
hoa gen RNF180 ¢ nam va nir trong nghién ctru caa Zhang X. va CS (2014)
[16] nhung hai nghién ctiu c6 chung két luan 1a khong c6 méi lién quan gitra
methy hda gen RNF180 vai giai tinh.
4.2.1.3. Lién quan giza ty I¢é dong methyl hda 2 gen SFRP2 va RNF180 vdi

gioi tinh

Két qua nghién ctu cua ching t6i tai Bang 3.27 cho thiy, ty 1& dong
methyl héa gen SFRP2 va NF180 & nam c6 xu huéng thap hon so véi nit, véi
ty 1€ twong ung la 64,91% va 69,57%. Tuy nhién, su khac biét khong cé y
nghia théng ké, véi p>0,05.
4.2.2. Lién quan giita ty Ié methyl héa gen SFRP2, RNF180 vdi tudi
4.2.2.1. Lién quan giza ty Ié methyl hda gen SFRP2 véi tudi

Trong nghién ctu cua ching toi, két qua tai Bang 3.13 cho thay ty Ié

methyl héa gen SFRP2 & nhdm <60 tudi cao hon nhém >60 tudi (twong Gng
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1a 82,50% so v&i 68,97%), tuy nhién su khéc biét khong c6 ¥ nghia théng ke,
véi p >0,05. Trong nghién ciru cta Zhang X. va CS (2014), ty 1€ methyl hoa
gen SFRP2 & nhém <60 tudi 1a 66,67%, & nhdm >60 tudi 1a 75,76%, su khac
biét khong c6 ¥ nghia théng ké véi p>0,05 [16]. Nhu vy, mac di ty 1é methyl
hoa gen SFRP2 & nhdm <60 tudi va nhom > 60 tudi trong nghién cau cua
chung t6i khong twong dong véi ty 1é methyl hda gen SFRP2 & nhém <60 tudi
va nhoém >60 tudi trong nghién ctu cua Zhang X. va CS (2014) [16] nhung
hai nghién cau c6 chung két luan 1a khong cé maéi lién quan gitra methyl hoa
gen SFRP2 vai yéu t6 tudi ciia bénh nhan UTBMDD.
4.2.2.2. Lién quan giira ty 1¢ methyl hda gen RNF180 vdi tudi

Trong nghién ctu cua ching t6i, két qua tai Bang 3.20 cho thay, ty 1&
methyl hda gen RNF180 & nhdm > 60 tudi co xu huéng cao hon nhém <60
tudi (twong tng 1a 62,07% so véi 60,0%), su khac biét khong co y nghia
thong ké, véi p>0,05. Ty Ié methyl héa gen RNF180 theo nhém tudi <60 tuoi
va >60 tudi trong nghién ctu caa ching ti twong dong vai nghién ctu cua
Zhang X. va CS (2014) véi ty I¢ methyl hda gen RNF180 & nhdm > 60 tuoi
cao hon nhom <60 tudi, tuong tng la 60,61% va 54,17%, su khac biét khéng
c6 v nghia thong k& vai p>0,05 [16]. Nghién ctu cia Cheung K. F. va CS
(2012) thay khong c6 méi lién quan giita methyl hda gen RNF180 véi tudi véi
HR=1,00 (95% CI 0,98-1,02) [15]. Nhu vay, két qua nghién ctru cua céc tac
gia déu théng nhat khdng c6 mdi lién hé giita methyl hda gen RNF180 véi
yéu t tudi ctia bénh nhan UTBMDD.
4.2.2.3. Lién quan giza ty Ié dong methyl hda 2 gen véi tudi

Két qua nghién ctu cua ching t6i tai Bang 3.27 cho thiy, ty 1& dong
methyl hoa gen SFRP2 va gen RNF180 ¢ nhom bénh nhan UTBMDD <60
tudi c6 xu hudng cao hon nhom bénh nhan > 60 tudi, twong Gng 12 67,65% va
66,25%. Tuy nhién, su khac biét khong c6 ¥ nghia thong ké véi p>0,05.
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4.2.3. Lién quan giita ty 1¢ methyl hda gen SFRP2, RNF180 véi vi tri ung thw
4.2.3.1. Lién quan gia ty I¢ methyl héa gen SFRP2 vai vi tri ung thw

Két qua nghién ciru caa ching toi tai Bang 3.14 cho thay, 2/2 bénh nhan
UTBMDD tam vi c6 methyl hoa gen SFRP2 va 73,96% UTBMDD khong
tam vi ¢ methyl hda gen SFRP2. Sy khéac biét khong c6 ¥ nghia théng ké,
véi p>0,05. Tuy vay, can trién khai nhitng nghién ctu véi ¢& mau lé6n hon dé
khing dinh méi lién quan giira methyl hda gen SFRP2 véi vi tri ung thu.
4.2.3.2. Lién quan giza ty ¢ methyl hoa gen RNF180 voi vi tri ung thu

Két qua nghién ciu cia ching toi tai Bang 3.21 cho thay, 2/2 bénh nhan
UTBMDD tam vi c6 methyl hda gen RNF180, trong khi 60,42% s6 bénh nhan
UTBMDD khéng tam vi c6 methyl hoa gen RNF180, su khac biét khéng co y
nghia théng ké véi p>0,05. Tuy vay, can trién khai nhitng nghién cau véi c&
mau Ién hon dé khang dinh méi lién quan gitta methyl héa gen RNF180 véi vi
tri ung thu.
4.2.3.3. Lién quan giira ty 1¢ dong methyl hoa 2 gen Véi Vi tri ung thie

Két qua nghién ctu caa ching toi tai Bang 3.28 thay, ty 1é dong methyl
hoéa gen SFRP2 va gen RNF180 ¢ nhém UTBMDD tam vi cao hon nhom
UTBMDD khong tdm vi, tuong ung la 100% va 65,38%. Tuy nhién, su khac
biét khong co y nghia théng ké, véi p> 0,05. Tuy vay, can trién khai nhiing
nghién ctu véi ¢ mau 16n hon dé khang dinh mdi lién quan giira dong
methyl hoa 2 gen véi vi tri ung thur.
4.2.4. Lién quan giiva 1y 1¢ methyl ha SFRP2, RNF180 véi dang tén thuwong
4.2.4.1. Lién quan giga ty Ié methyl hda gen SFRP2 véi dang tén thiong

Két qua nghién ctu caa ching toi tai Bang 3.15 cho thay, ty 1¢ methyl
hoa gen SFRP2 cao nhat ¢ dang loét tham nhiém (84,21%), tiép theo la dang
sti (76,92%), dang sui c6 tham nhidm (72,55%), ty 1& thap nhit thdy ¢ dang
loét (66,67%). Sur khac biét khong c6 ¥ nghia théng ké, véi p>0,05. Tuy vay,
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dé khing dinh mdi lién quan giita methyl héa gen SFRP2 véi dang ton
thuong ung thu can trién khai nhitng nghién ctu véi ¢ mau 16n hon.
4.2.4.2. Lién quan giira ty 1¢ methyl hda gen RNF180 véi dang ton thiong

Trong nghién ctu cua ching t6i, két qua tai Bang 3.22 cho thay, ty 1&
methyl hda gen RNF180 gap nhiéu nhat & bénh nhan UTBMDD dang sui ¢6
tham nhiém, chiém ty 1& 66,67%, tiép theo 1a dang tham nhiém (63,16%),
dang loét (53,33%). Ty 1& methyl héa gen RNF180 thap nhat ¢ dang sui
(46,15%). Sy khéc biét khong co ¥ nghia théng ké, véi p>0,05. Tuy vay, can
trién khai nhitng nghién cau véi ¢ mau 16n hon dé khang dinh mai lién quan
gitta methyl hda gen RNF180 véi dang ton thuong ung thu.
4.2.4.3. Lién quan giira ty 1é dong methyl hda 2 gen véi dang tén thiong

Két qua nghién ctu tai Bang 3.29 cho thay, ty 1& dong methyl héa gen
SFRP2 va gen RNF180 cao nhat & dang sui c6 tham nhiém (69,05%), tiép
theo la dang tham nhiém (64,71%), dang loét (63,64%), thap nhat |14 dang sui
(60,0%). Su khéc biét khong co y nghia théng ké, véi p>0,05. Tuy vay, can
trién khai nhitng nghién cau véi ¢& mau 16n hon dé khang dinh méi lién quan
gitra ddng methyl hda 2 gen véi dang ton thuong ung thu.
4.2.5. Lién quan giiva ty I¢ methyl ha SFRP2, RNF180 véi thé mé bénh hoc
4.2.5.1. Lién quan giira ty ¢ methyl héa gen SFRP2 véi thé md bénh hoc

- Vé mébi lién quan giita methyl hda gen SFRP2 vai thé md bénh hoc
UTBMDD theo phan loai Lauren (1965), két qua nghién ctru caa chling toi tai
Bang 3.16 cho thay, ty I¢ methyl hoa gen SFRP2 ¢ thé rudt cao hon thé lan
toa, trong ung la 80,77% va 67,39%. Tuy nhién su khac biét khdong co6 y
nghia théng ké, vai p> 0,05.

- Vé mdi lién quan giira methyl hoa gen SFRP2 véi thé UTBMDD theo
phan loai WHO (2000), két qua nghién ctu cua ching toi tai Bang 3.17 cho
thay, methyl hoa gen SFRP2 gap nhiéu nhat ¢ thé ng nho, chiém ty 1& 78,43%,

tiép theo 1a thé nhay va thé khdng biét hoa vai ty 1& twong tng 1a 75,0% va



118

72,73%, ty 1&é methyl hda gen SFRP2 thap nhit & thé té bao nhan (64,71%). Su
khéc biét khong c6 ¥ nghia théng ké, véi p>0,05.
4.2.5.2. Lién quan gizza ty Ié methyl hda gen RNF180 véi thé md bénh hoc

- Vé mdi lién quan gitra methyl hoa gen RNF180 véi thé MBH theo phan
loai Lauren (1965), két qua nghién cau cua ching toi tai Bang 3.23 cho thay,
mac du thé rudt co ty 1& methyl hda gen RNF180 cao hon thé lan toa, tuong
tmg 13 65,38% va 56,52% nhung su khéc biét khong c6 ¥ nghia thong ké, voi
p>0,05. Két qua nghién ctu cua chung toi phi hop véi nghién cau cua
Cheung K. F. va CS (2012) véi su khéc biét vé ty 1é methyl hda gen RNF180
gitra thé rudt va thé lan toa khong co y nghia thong ké véi p>0,05 [15].

- Vé mdi lién quan gitra methyl hoa gen RNF180 véi thé MBH theo phan
loai WHO (2000), két qua nghién ctu cua ching toi tai Bang 3.24 cho thay, ty
1& methyl héa gen RNF180 cao nhit ¢ thé nhay, 1 75,0%, tiép theo 1 thé éng
nho va thé té bao nhin voéi ty Ié tuong ung la 64,71% va 58,82%. Ty lé
methyl hda gen RNF180 thip nhat & thé khong biét hda, 1a 50,0%. Su khéc
biét khong co ¥ nghia théng ké vaéi p>0,05. Tuy vay, can trién khai nhiing
nghién cau véi ¢d mau 16n hon dé khang dinh méi lién quan giita methyl hoa
gen RNF180 véi thé md bénh hoc theo WHO (2000).
4.2.5.3. Lién quan gizza ty Ié dong methyl héa 2 gen véi thé mé bénh hoc

- V& mdi lién quan giira dong methyl hda 2 gen véi thé md bénh hoc theo
phan loai Lauren (1965), két qua tai Bang 3.30 cho thay, ty I¢ dong methyl
hoa gen SFRP2 va gen RNF180 trong nhém UTBMDD thé rudt thap hon so
véi thé lan toa, twong ung 1a 65,22% va 67,65%. Tuy nhién, su khac biét
khong c6 y nghia thong ké, véi p >0,05.

- V& mébi lién quan giira ddng methyl hoa 2 gen véi thé mé bénh hoc theo
phan loai WHO (2000), két qua tai Bang 3.31 cho thiy, ty 1é dong methyl hoa
gen SFRP2 va gen RNF180 cao nhat ¢ thé té bao nhan (75,0%), tiép theo la
thé 6ng nho va thé khdng biét hoa vai ty 18 trong tng 1a 69,77% va 58,82%.
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Ty 1& ddng methyl hda 2 gen thap nhét ¢ thé nhay, 1a 50,0%. Tuy nhién, su

khé&c biét khong co y nghia théng ké, vai p >0,05.

4.2.6. Lién quan giia ty 1¢ methyl hoa gen SFRP2, RNF180 voi giai doan
TNM theo phéin loai AJCC (2010)

Trong nghién ctu caa ching t6i, chan doan giai doan xam lan khdi u,
giai doan di cin hach theo két qua md bénh hoc, chian doan giai doan di cin
ung thu theo chan doan phau thuat.
4.2.6.1. Lién quan giza ty I¢ methyl héa gen SFRP2 voi giai dogn TNM

Vé moéi lién quan gitta methyl hda gen SFRP2 voi giai doan xam lan
khdi u trong nghién ciru caa ching toi, két qua tai Bang 3.18 cho thay, nhém
bénh nhan UTBMDD xam lan khéi u giai doan T3-T4 c¢6 ty Ié methyl héa gen
SFRP2 cao hon giai doan T1-T2, tuong tng la 79,49% va 55,0%. Su khac
biét c6 ¥ nghia thdng ké véi p<0,05. Két qua nghién ctru cua ching tdi khdng
tuong doéng vai nghién ciu cia Zhang X. va CS (2014) véi ty 1& methyl hoa
gen SFRP2 & nhém bénh nhan UTBMDD xam lan khéi u ¢ giai doan T1-T2 1a
75,0%, & giai doan T3-T4 1a 70,27%, su khac biét khong c6 ¥ nghia thong ké
v6i p>0,05 [16].

Vé mdi lién quan gitta methyl héa gen SFRP2 véi giai doan di can hach
viing trong nghién ciu cta ching toi, két qua tai Bang 3.18 cho thay, nhom di
can hach vung giai doan N2-N3 c6 ty I¢ methyl héa gen SFRP2 cao hon nhom
di can hach vung giai doan NO-N1, vai ty Ié twong (ng la 83,78% va 45,83%,
su khéc biét c6 y nghia thong ké, véi p<0,05. Trong nghién ctiu cua Zhang X.
va CS (2014), ty 1é methyl hoa gen SFRP2 & nhom UTBMDD ¢ giai doan NO
la 25,0%, & giai doan N1-N3 14 69,70%, su khéc biét khong cé y nghia thong
ké v6i p>0,05 [16].

Vé mdi lién quan gitta methyl hoa gen SFRP2 véi giai doan di cin ung
thu trong nghién ctu cua chdng t6i, két qua tai Bang 3.18 cho thay, 4/4 bénh
nhan UTBMDD di can xa c6 methyl hda gen SFRP2, trong khi ty 1€ methyl
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hoa gen SFRP2 & nhédm chua c6 di can la 73,40%. Tuy nhién, su khac biét
khong c6 v nghia thong ké véi p>0,05. Két qua caa ching toi twong dong voi
nghién cuu caa Zhang X. va CS (2014), vai ty 1€ methyl hda gen SFRP2 &
nhoém UTBMDD di can ¢ giai doan M1 1a 85,71%, ¢ nhém UTBMDD ¢ giai
doan MO 1a 70,0%, su khéc biét khong c6 ¥ nghia théng ké vai p > 0,05 [16].

Nhu vay, nhan dinh vé méi lién quan giita methyl hda gen SFRP2 véi giai
doan xam lan khdi u va giai doan di can hach ving caa bénh nhan UTBMDD
trong nghién ctu cua ching toi ¢o su khac biét vai nghién cau cia Zhang X. va
CS (2014) [16]. Su khac biét nay cé thé giai thich bang su khac nhau vé c&
mau, cach ldy mau nghién ctu cua cac tac gia. Tuy nhién, nghién cau cua
ching t6i va Zhang X. va CS (2014) théng nhat nhan dinh khong c6 mai lién
quan gitra methyl hoa gen SFRP2 véi giai doan di can ung thu.
4.2.6.2. Lién quan gizza ty ¢ methyl héa gen RNF180 véi giai doan TNM

Vé moi lién quan giira methyl hoéa gen RNF180 véi giai doan xam lan
khdi u trong nghién ctu cuaa ching toi, két qua tai Bang 3.25 cho thiy, tinh
trang methyl héa gen RNF180 & nhém bénh nhan UTBMDD xam lan khéi u
& giai doan T3-T4 gap nhiéu hon giai doan T1-T2 véi ty Ié twong Gng 1a
67,95% va 35,0%. Su khéac biét c6 ¥ nghia théng ké véi p<0,05. Két qua
nghién ctu caa ching tdi ¢ su twong dong voi nghién cau cua Zhang X. va
CS (2014), vai ty 1€ methyl héa gen RNF180 & nhom bénh nhan UTBMDD
xam lan khéi u ¢ giai doan T1-T2 14 30,0%, & giai doan T3-T4 12 72,97%, su
khé&c biét c6 ¥ nghia théng ké vai p<0,01 [16].

Vé mai lién quan giira methyl hoa gen RNF180 véi giai doan di cin hach
trong nghién ciru cua ching toi, két qua tai Bang 3.25 cho thdy, nhém di cin
hach giai doan N2-N3 co ty 1€ methyl hoa gen RNF180 cao hon giai doan
NO-N1, vai ty 1€ twong ung la 75,68% va 16,67%, su khac biét co y nghia
théng ké, véi p<0,01. Trong nghién ciu cua Zhang X. va CS (2014), ty 18
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methyl héa gen RNF180 ¢ nhém UTBMDD chua cé di can hach la 37,5%, &
cac do N1-N3 1a 72,73%, su khac biét co y nghia thong ké véi p<0,01[16].

Vé mdi lién quan giira methyl hda gen RNF180 voi giai doan di can ung
thu trong nghién ctu caa ching toi, két qua tai Bang 3.25 cho thay, 4/4 bénh
nhan UTBMDD di cian xa c6 methyl héa gen RNF180, trong khi chi cé
59,57% s6 bénh nhan UTBMDD chua di can xa c6 methyl héa gen RNF180,
su khac biét khong c6 ¥ nghia thong ké, véi p>0,05. Két qua nghién cau caa
chung toi twong ddng vai nghién ciu cua Zhang X. va CS (2014) [16].

Nhu vay, két qua nghién cau caa chling t6i va nghién ciu cia Zhang X.
va CS (2014) déu ghi nhan c6 mai lién quan chat ché gitta methyl hoa gen
RNF180 voéi giai doan xam 1an khéi u va giai doan di can hach vung [16].
4.2.6.3. Lién quan giga ty 1¢é dong methyl hoa 2 gen véi giai dogn TNM

V& méi lién quan giita ¢dng methyl héa gen SFRP2 va gen RNF180 véi
giai doan xam lan khéi u trong nghién ctu cua ching toi, két qua trinh bay tai
Bang 3.32 cho thay, nhém bénh nhan UTBMDD xam lan khéi u giai doan T3-
T4 c6 ty 16 ddng methyl hoa 2 gen cao hon giai doan T1-T2, Vi ty 1é twong
tng 12 71,64% va 38,46%. Su khéc biét c6 ¥ nghia thong ké vai p<0,05.

V& méi lién quan giita ddng methyl héa gen SFRP2 va gen RNF180 véi
giai doan di can hach ving trong nghién ciu caa ching t6i, két qua tai Bang
3.32 cho thay, nhém bénh nhan UTBMDD di cin hach giai doan N2-N3 ¢4 ty
16 dong methyl hda 2 gen cao hon giai doan NO-N1 véi ty 1 tuong tng la
76,12% va 15,38%. Su khac biét c6 y nghia thong ké véi p<0,01.

Vé mdi lién quan gitta dong methyl héa gen SFRP2 va gen RNF180 véi
giai doan di can ung thu trong nghién ctu cia chung t6i, két qua tai Bang
3.32 cho thay, 4/4 s6 bénh nhan UTBMDD di cin xa c6 dong methyl hoa 2
gen, trong khi c6 64,47% & giai doan MO c6 dong methyl hoa. Tuy nhién, su
khéc biét khong co y nghia thong ké véi p>0,05.
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4.2.7. Lién quan giira ty I¢ methyl hdéa gen SFRP2, RNF180 véi giai doan ung
thu theo phdan logi AJCC (2010)
4.2.7.1. Lién quan giira ty I¢ methyl héa gen SFRP2 véi giai doan ung thu
Ap duyng tiéu chuan phan giai doan ung thu cua AJCC (2010) [97], két
qua nghién ctu tai Bang 3.19 cho thay, ty 1é methyl hda gen SFRP2 & giai
doan I1-1V cao hon giai doan I-1I, twong tng la 85,51% va 48,28%, vai p<
0,01. Nhu vay, c6 mdi lién quan giita methyl hda gen SFRP2 véi giai doan
UTBMDD, ty I¢ methyl hda gen SFRP2 tang 1én cung vdi do tang giai doan
UTBMDD. Tuy vay, dé khang dinh mdi lién quan giita methyl hoa gen SFRP2
V6i giai doan ung thu can trién khai nhitng nghién ctiu véi ¢ mau Ién hon.
4.2.7.2. Lién quan giza ty ¢ methyl hoa gen RNF180 voi giai doan ung thu
Trong nghién cau nay, ching tdi 4p dung tiéu chuan phan giai doan ung thu
cua AJCC (2010) [97]. Két qua nghién ctiu Bang 3.26 cho thay, ty 1¢ methyl hda
gen RNF180 ¢ giai doan I11-IV cao hon giai doan I-II, twong tng la 73,91% va
31,03%. Su khéc biét co y nghia théng ké, véi p<0,01. Nhu vay, c6 mdi lién
quan chat ché gitra methyl hoa gen RNF180 véi giai doan UTBMDD, ty I¢
methyl héa gen RNF180 ting 1én cing véi do ting giai doan ung thu biéu mé da
day. Tuy vay, dé khang dinh méi lién quan gita methyl héa gen RNF180 voi
giai doan ung thu da day can trién khai nhiing nghién ctiu véi ¢ mau 16n hon.
4.2.7.3. Lién quan giiza ty 1¢é dong methyl hoa 2 gen véi giai doan ung thu
Két qua nghién ctu cua ching t6i tai Bang 3.33 cho thay, ty 1é dong
methyl hda gen SFRP2 va gen RNF180 & giai doan 111-IV cao hon rat nhiéu
S0 vai giai doan I-II, twong ung la la 74,60% va 35,29%. Su khac biét cé y
nghia thong ké, véi p<0,01. Nhu vay, c6 mdi lién quan chat ché gitta dong
methyl hoa gen SFRP2 va gen RNF180 véi giai doan UTBMDD. Ty I¢ dong
methyl héa 2 gen ting 1én cing véi d6 tang giai doan UTBMDD. Tuy vy, dé
khang dinh mdi lién quan gitta d6ng methyl hoa 2 gen voéi giai doan ung thu da

day can trién khai nhitng nghién ciru véi ¢& mau Ién hon.
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HAN CHE CUA PE TAI

Mic du khéng cé su khéac biét vé ty I& gigi tinh, tudi trung binh, cac
nhom tudi <40; 40-49; 50-59; 60-69 va >70 tudi; nhdm <60 tudi va >60 tudi
gitta nhém bénh nhan UTBMDD va nhém bénh nhan VDDMT nhung do diéu
kién nghién ctiru c6 mot s6 kho khin cho nén chung toi chi lva chon 40 bénh
nhan VDDMT vao nhém chuang. Véi 40 bénh nhan VDDMT, nghién ctu nay
chua danh gia, phan tich duoc tinh trang methyl hdéa gen SFRP2, RNF180 ¢
cac dang, muc d0 VDDMT theo phén loai Sydney.

Do gap kho khin vé diéu kién nghién ciru cho nén ching t6i chua xac
dinh duoc ty 186 methyl hda gen SFRP2, RNF180 trong mau huyét thanh cua
bénh nhan ung thu biéu md da day dé danh gia su phil hop vé ty 1é methyl hoa
gen SFRP2, RNF180 trong mau md va trong mau huyét thanh caa bénh nhan
UTBMDD.
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KET LUAN

1. Pac diém 1am sang, ndi soi, md bénh hec va ty 18 methyl héa gen
SFRP2, RNF180
1.1 Piic diém 1am sang, ngi soi, md bénh hoc

- UTBMDD gip & nam nhiéu hon ni, ty 18 nam/nir = 2,3/1.

- Tudi trung binh UTBMDD 1a 61,5 + 10,88 tu6i; nhém tudi 60-69 gap
nhiéu nhat (34,69%), cac nhom tudi khac it gap hon.

- Pau thuong vi chiém ty 1& 77,56% trong ly do vao vién, 93,87% trong
triéu chiing co nang, 74,49% trong triéu ching thuc thé.

- Vi trf ung thu chu yéu thusc nhdm UTBMDD khong tam vi (97,96%).

- Ty 1¢& ton thuong dang sUi c6 tham nhiém la 52,04%, dang thAm nhiém
la 19,39%, dang loét la 15,31% va dang sui la 13,26%.

- Theo phan loai Lauren (1965), thé rut gap nhiéu hon thé lan téa (53,06%
va 46,94%). Theo phan loai WHO (2000), ty 1¢ thé ong nho la 52,04%, thé
khong biét hoa 1a 22,45%, thé té bao nhan 1a 17,35%, thé nhay 1 8,16%;

- Theo phan loai AJCC (2010), giai doan T3 chiém ty 1¢ 47,96%, T2 va
T4 tuong wng la 20,41% va 31,63%. Khéng gap giai doan TO, T1; giai doan
N2 chiém ty 1& 64,29%, NO la 6,12%; giai doan MO chiém ty I¢ 95,92%;
UTBMDD giai doan 111 chiém ty 1 66,33%, ty I¢ giai doan I, 1V 12 4,08%.

1.2 Ty I¢ methyl héa gen SFRP2, RNF180

- Ty 1€ methyl hoa gen SFRP2 UTBMDD cao hon VDDMT (74,49% va
32,50%) vai p<0,01, OR=6,06 (95% CI 2,72-13,3).

- Ty Ié methyl héa gen RNF180 ¢ nhom UTBMDD cao hon VDDMT
(61,22% va 22,50%) vai p<0,01, OR=5,44 (95% CI 2,33-12,68).

- Nhém UTBMDD c6 ty Ié dong methyl hda hai gen cao hon methyl hoa
1 gen (66,25% va 33,75%), p<0,01 (OR=3,27 95% CI 1,07-9,96).
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2. Lién quan gitra ty 1€ methyl hda gen SFRP2, RNF180 véi lam sang, ndi
soi va md bénh hoc & bénh nhan ung thw biéu mo da day
2.1 Lién quan giia ty 1¢ methyl hda SFRP2, RNF180 véi lam sang, ngi soi

Chua thdy méi lién quan gitta methyl hda gen SFRP2, RNF180, ddng
methyl hoa hai gen véi céc yéu té tudi, gioi tinh, vi tri, dang ton thuong cua
bénh nhan UTBMDD, véi p>0,05.

2.2 Lién quan giira ty 1¢ methyl hoa SFRP2, RNF180 véi thé md bénh hec,
giai dogn TNM, giai doan ung thu da day

- C6 mdi lién quan giita methyl hoa gen SFRP2 véi giai doan T; giai doan
N; giai doan ung thu. Ty 1€ methyl hdéa gen SFRP2 ¢ T3-T4 cao hon T1-T2
(79,49% va 55%), p<0,05; N2-N3 cao hon NO-N1 (83,78% va 45,83%), p<0,01;
giai doan I11-1V cao hon I-11 (85,51% va 48,28%), vai p<0,01.

- C6 mdi lién quan giita methyl hda gen RNF180 voéi giai doan T; giai
doan N; giai doan ung thu. Ty I¢ methyl hoa gen RNF180 ¢ T3-T4 cao hon
T1-T2 (67,95% va 35,0%), p<0,05; N2-N3 cao hon NO-N1 (75,68% va
16,67%), p<0,01, giai doan 111-1V cao hon I II (73,91% va 31,03%), p<0,05.

- C6 mdi lién quan gitta ddng methyl héa hai gen véi giai doan T, giai
doan N, giai doan ung thu. Ty 1& d6ng methyl hda 2 gen & giai doan T3-T4
cao hon T1-T2 (71,64% va 38,46%), p<0,05; giai doan N2-N3 cao hon NO-
N1 (76,12% va 15,38%), p<0,01, giai doan IlI-1V cao hon I-ll (74,60% va
35,29%), p<0,01.

- Chua phat hién thay mdi lién quan gitta methyl hda gen SFRP2,
RNF180, dong methyl héa hai gen vai thé mé bénh hoc theo phan loai Lauren
(1965), phan loai WHO (2000) va giai doan di can ung thu, p>0,05.
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KIEN NGHI

Qua nghién cau nay, ching tdi c6 mot sb kién nghi nhu sau:

1. Nén tién hanh nghién ciru so sanh tinh trang methyl hda gen SFRP2,
RNF180 trén mau huyét thanh va trén mau mé cua bénh nhan UTBMDD. Qua
do6 danh gia d6 nhay, do dac hiéu cua xét nghiém methyl héa gen SFRP2,
RNF180 thu dugc tir huyét thanh trong du bdo, va/hoic phét hién ung thu
bidu m6 da day.

2. Nén trién khai cac nghién ctu doc vé tinh trang methyl hoa gen
SFRP2, RNF180 ¢ bénh nhan VDDMT véi thoi gian dai, sau d6 danh gia ty
16 tién trién UTBMDD ¢ nhitng bénh nhan VDDMT c6 methyl hoa gen
SFRP2, RNF180.
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Chi s6 xét nghiém Két qua Gi4 tri binh thwong
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