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TOM TAT

Dat van dé: Helicobacter pylori (H.pylori) duoc xép vao nhém | trong céc téc nhan gay ung thuw da day
theo IARC. H.pylori v&i cac gen gdy bénh khac nhau va ciing cé kha néng gy bénh khac nhau. Gen iceA
cla H.pylori gay ra do tiép xtic véi biéu mé trong qua trinh gén vi khuén vao niém mac da day, cé hai bién
thé iceA1 va iceA2. Hién nay c6 mét s6 nghién ciru chi ra méi lién hé giita H.pylori iceA1 va bénh ly da day,
nhung gia thiét nay van con tranh lun.

Muc tiéu: Nghién ctru nay la dé khao sét sw biéu hién H.pylori mang gen iceA1 va iceA2 trong mé da
day va méi lién quan cua iceA trong co ché bénh sinh & bénh nhén ung thw da day (UTDD).

Déi twrong va phwong phdp: Trong thoi gian tir thang 7 ndm 2017 dén thang 12 ndm 2019 chung téi
thu thap duoc c6 91 mau mo lay tir bénh nhan ung thw da day va 92 BN viém da day dwoc dwa vao nghién
ctru. Bénh nhan nhiém H. pylori duoc xac nhan bang ca urease test va mé bénh hoc ctia céc mau sinh thiét.
Sw hién dién cta H.pylori mang gen IceA da dwoc xac nhéan béng xét nghiém khuéch dai gen iceA béng
phén tmg chubi polymerase (PCR). Vi khuén H.pylori c6 kiéu gen iceA1 va iceA2 da duoc tao gen truc tiép
bang céch st dung cac mdi cu thé trong mau sinh thiét da day bang PCR.

Két qua: 62,6% BN UTDD c6 iceA duong tinh. Ti Ié dwong tinh cia kiéu gen iceA1 va iceA2 I&n luot &
bénh nhan ung thw da day la A1: 54,9% (50/91), A2: 45,1 % (41/91). Nguoi nhiém H. pylori mang gen iceA
kiéu gene A1 nguy co UTDD gép 4,685 I&n so véi nguoi khdng mang gen iceA kiéu gene A1. Kiéu gen A2
chura ¢6 méi lién quan nguy co UTDD so véi ngudi khéng mang gen iceA kiéu gen A2 véi p>0,05. Két qua
cla chung téi tng hé gia thuyét cho rdng gen iceA phan énh sw khac biét dia ly hon la xéc dinh hinh &nh
lam sang va déc luec.

Két luan: Can nghién ctru véi c& mau I6n hon cung véi nhém ching viém da day, loét da day dé danh
gia tét hon s biéu hién gen iceA ctia H.pylori va méi lién quan ctia bénh ung thuw da day.
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Background: Helicobacter pylori plays an important role in the pathogenesis of gastric cancer. H. pylori
has the iceA gene caused by epithelial contact during bacterial attachment to the gastric mucosa, with two
variants of iceA1 and iceA2). Currently there are several studies that show the link between H. pylori iceA1
and peptic ulcer disease, but this hypothesis remains controversial.

Methods: The objective of this study was to investigate the expression of H. pylori with iceA gene had
two main allelic variants iceA1 and iceA2 in patients who were diagnosed with gastric cancer in endoscopy
and to assess whether there was correlation between genotypes.

Results: A total of 183 tissue samples from patients with gastric cancer (n = 91) with H. pylori infection
were confirmed by histopathological examination of the biopsy specimens included in the study. The positive
of H. pylori in the samples was also confirmed by amplification of the iceA gene by polymerase chain
reaction (PCR). The H. pylori allei iceA1 and iceA2 bacteria were genetically engineered using specific
primers in a gastric biopsy sample using PCR.

The positive rate of iceA1 and iceA2 in patients with gastric cancer was 41,6% (15/36), 22% (8/36), and
iceA2. The difference in the chromosome rate of iceA1 and iceA2 among the patients was not statistically
significant (p> 0.05). As a result, the H. pylori iceA1 genotype predominates (65%) in gastric cancer similar
to our regional studies, but the prevalence of the iceA2 genotype is lower (28%). Our results support the

idea that the iceA gene reflects geographic differentiation rather than clinical and virulence.

Conclusion: a larger sample size should be included with gastric and gastric ulcer groups in order to
better evaluate H. pylori iceA gene expression and the association of gastric cancer.

Keywords: gene iceA, iceA1, iceA2, Helicobacter pylori, gastric cancer

I. PAT VAN PE

Helicobacter pylori (H. pylori) 14 vi khuan hinh chi
S, ton tai & niém mac da day trong khoang mét nira
dan s6 trén thé giéi. Mot phan nho dan s6 khi bi nhiém
s€ bi viém da day man tinh va loét da day, tham chi
mot s6 tién trién dén ung thu biéu mé da day hodc u
lympho niém mac da day. Co quan Nghién ctru Qudc
té v& Ung thu d xac nhan rang nhidm H. pylori 1a yéu
t nguy co quan trong nhat dbi v6i ung thu da day va
viée diéu tri tiét trir H. pylori ¢6 thé 1am giam nguy co
ung thu da day trong tuong lai [1]. H. pylori, vat chu
va cac yéu to moi truong anh hudng gy ra cac biéu
hién 14m sang khac nhau. Dic biét, nhiéu gen doc tinh
cua H. pylori dong mot vai trd quan trong. Cac kiéu
gen khac nhau ctia H. pylori tao ra cac yéu t doc luc
khac nhau. Mot s6 gen doc luc da duogc phat hi¢n, mot
trong s6 d6 gen gy ra boi tiép xic voi biéu mod (iced),
ddc 1ap voi cagA va vacA [2]. Gen iceA dugc xac dinh
trong H. pylori dugc phan lap tir bénh nhan loét ticu
héa va cac bénh nhan viém da day, voi it nhéat 2 kiéu
gen 14 iceA] va iceA2 [3]. Mot s6 nghién ctru cho ring
iceA (iceAl / iceA2) c6 thé lién quan dang ké voi cac
bénh vé hé théng ti€u hoa, trong khi mot s tac gia lai
¢6 nhig két qua nguoc lai [4] Viée cong nhan mdi
lién quan gitra cac gen cagA va vacA voi nguy co ung
thu da day da duoc xac 1ap. Mot ) nghién ctu trén
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thé gidi di sdu vao tim hiéu H.pylori mang gen iceAl
va iceA2 trong niém mac bénh nhan ung thu da day va
danh gia liéu c6 twong quan nio giita nhing kiéu gen
niy va biéu hién 14m sang hay khong. Chiing t6i tién
hanh nghién ctru ndy nham muc tiéu: “Khdo sdt sw biéu
hién Helicobacter pylori mang gen IceA ¢ bénh nhan
ung thw da day”

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

Dbi twong nghién ctru: gdm 91 bénh nhan UTDD
(nhom bénh) va 92 bénh nhan viém da day man tinh
(nhém chimg) c6 noi soi da day va chan doan xac
dinh qua m6 bénh hoc, tai khoa Tham do chtic nang,
Bénh vién Bach Mai, tir thang 7 nam 2017 dén thang
12 nam 2019.

Loai trir nhitng truong hop sau: UTDD khong
con chi dinh phﬁu thuat, di can tr co quan khac dén,
¢6 ung thu co quan khac phdi hop, DNA chiét tich
tir manh sinh thiét khoéng dam bao chét luong, da
diéu tri tia xa, hoa chét, tai phat, méc mot ) bénh
kém theo: tiéu duong, huyét ap cao, xo gan, suy
than..., ¢ rdi loan déng mau

2.2. Phwong phap nghién ctru: Nghién ctru mo ta
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cdt ngang, c6 so sanh ddi chimg. Bénh pham niém mac
da day dé lam xét nghiém urease test, mo bénh hoc (st
dung k¥ thuat sinh thiét kep dé lay thém 2 manh tai
khdi u dé xét nghiém mo bénh hoc) va mau lam PCR
xac dinh gene (Sinh thiét & hang vi, phia bd cong 16m,
cach 16 mon vi 2-3 cm cho vao éng chita méi trudng
thach, dé trong ngin d4 va van chuyén sang khoa Vi
khuan, Vién Vé sinh Dich t& trong ngay, cét trit tai binh
Ni to 16ng) theo huéng dan cua hé théng Sydney cip
nhat (Dixon MF va cs, 1996)
Xét nghiém mo bénh hoc duoc tién hanh tai
khoa Giai phﬁu bénh - Bénh vién Bach Mai.
Khao sat biéu 16 gen Iced bang phuong phap
phan tmg chudi polypmerase (Polymerase Chain

Bdng 3.1: Phdn bo gene iceA theo nhom tuéi

Reaction - PCR) theo quy trinh thuong quy cuia
Vién Karolinska, Thuy Dién. Mau sinh thiét & bénh
nhan c¢ test urease duong tinh va MBH xac dinh la
UTDD va VDD duogc danh mé s6 cét trong binh ni
to long tai khoa Vi khuén, Vién V¢ sinh Dich t& TW
dugc tién hanh phan tich bang PCR truc tiép.

3. Xir Iy s6 lidu: s6 liéu thu thap dugc xir Iy bang
phan mém thong ké SPSS 20.0

III. KET QUA NGHIEN CUU

Tir 5/2017 dén 12/2019, ching t6i da tién hanh
nghién ctu 91 bénh nhan ung thu da day, 92 BN
VDD. Ty 1€ H. pylori mang gen ice 4 14 57/91 truong

hop, chiém 62,6% c6 boc 16 gen iceA.

Nhém tudi(n,%)
Gen iceA <39 40-49 50-59 60-69 >70
Duong tinh 4 (7) 5(8.,8) 13 (22,8) 16 (28,1) 19 (33,3)
Am tinh 2(5,9) 3(8.8) 7(20,6) 11 (32,4) 11 (32,4)
p p=0,075

Nhan xét: Gen ice4 duong tinh ¢ lora tudi dudi 60 1a 38,6%, & lira tudi trén 60 1a 61,4% Nhom iced am
tinh & Itra tudi dudi 60 chiém 35,3%, lira tudi trén 60 14 64,7%. Su khac biét giita cac nhom tudi khong co

y nghia thong ké véi p > 0,05.

Bdng 3.2: Phéin bé gene iceA theo gidi

Nam (n,%) Nir (n,%) Tong cong
IceA + 35 (61,4) 22 (38,6) 57
IceA - 23 (67,6) 11 (32,4) 34
p 0,54

Nhan xét: Ty 1€ nam mang gene iceA 1a 61,4%, nir 1a 38,6%. Su khac biét gitra hai gi¢i nam va nit khong

¢6 ¥ nghia thong ké véi p > 0,05.

Bdng 3.3: Phdn bé gen iceA véi hinh anh va vi tri ton thirong trén ngi soi

; IceA
Chan doan Noi soi p
IceA+ IceA-
Borrmann I (n,%) 1(1,8)1 2,9
Khéi u Borrmann II (n,%) 18 (31,6) 7 (20,6) p=0,52
Borrmann IIT (n,%) 37 (64,9) 24 (70,6)
Borrmann IV (n,%) 1(1,8)2 5,9
Hang vi 33 (57,9) 22 (64,7)
Goc BCN 9 (15,8 6 (17,6
Vi tri . (15.8) (17.6) P=0,2
Hang vi phia BCN 7(12,3) 0
Théan vi 8 (14) 6 (17,6)
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Nhdn xét: Ty 1& hinh anh noi soi da day thé loét xam I4n (typ IIT) mang gene ice4 cao nhét chiém 64,9%, tiép theo

1a Borrmann 1114 31,6%, typ I va IV cling ty 1¢ 1,8%. Su khéc biét giita cac typ khong c6 y nghia thong ké véi p>0,05.

Ty 1€ nhém mang gene iceA co tén thuong tai hang vi la 57,9%, gébc BCN 1a 15,8%, hang vi phia BCN la

12,3% va than vi lag 14%. Su khac biét giita cac vi tri u trén da day khong ¢ ¥ nghia thong ké voi p>0,05.
Badng 3.4: Phdn bé kiéu gen iceAl va iceA2 theo nhém tuéi

Nhém tubi UTDD (n,%) VDD (n,%)
iceAl iceA2 iceAl iceA2

<39 3(6) 1(10) 3 (15,8) 2 (28,6)
40 - 49 5(10) 0 0 1(14,3)
50 -59 11 (22) 4 (40) 9(47.4) 2(28,6)
60 - 69 13 (26) 3(30) 5(26,3) 2 (28,6)
>70 18 (36) 2 (20) 2 (10,5) 0
Tong cong 50 (100) 10 (100) 19 (100) 7 (100)

Nhan xét: Nhom tudi trén 60 & bénh UTDD chiém 62% mang kiéu gene ice4 1. Nhom tudi tir 50 - 70 &
bénh VDD mang kiéu gen ice4l chiém 73,7%. Su khac biét giita cic nhom tudi mang kiéu gen icedl va
iceA2 khong c6 ¥ nghia thong ké vai p>0,05.

Bdng 3.5: Xdc dinh nguy co twong doi ciia BN nhiém H. pylori iceA+

Gen iceA Bénh Chung
Am tinh 34 66
Duong tinh 57 26

OR= 4,256, v61 KTC 95% 1a [2,286; 7,923]
Nhan xét: Nguoi nhiém H. pylori mang gen iced nguy co UTDD gép 4,256 1an so v6i ngudi khong
mang gen iceA.
Bdng 3.6: Xdc dinh nguy co tiwong doi ciia Bn nhiém H. pylori iced kiéu gene Al

Kiéu gen iceAl Bénh Chirng
Am tinh 41 73
Duong tinh 50 19

OR=4,685, v61 KTC 95% la [2,332; 9,532]
Nhan xét: Ngudi nhiém H. pylori mang gen iced kiéu gene A1 nguy co UTDD gip 4,685 1an so v6i
nguoi khong mang gen iced kiéu gene A1.
Bdng 3.7: Xdc dinh nguy co tiwong doi ciia BN nhiém H. pylori iceA kiéu gene A2

Kiéu gen iceA2 Bénh Churng
Am tinh 81 85
Duong tinh 10 7

OR= 1,5, v6i p=0,4
Nhan xét: Nguoi nhiém H. pylori mang gen iceA kiéu gene 42 chwa c6 mdi lién quan nguy co UTDD so
v6i ngudi khong mang gen iced kiéu gene A2 véi p>0,05.
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Bdng 3.8: Kiéu gen iceA véi thé MBH

A IceA
Phan loai MO BENH HQC p
IceAl IceA2
Thé rudt (n,%) 45 (56,3) 9 (11,3) p=0,5
Lauren p
Thé lan toa (n,%) 5(45,5) 1(9,1) p=0,8
Tuyén 6ng 45 (56,3) 9 (11,3)
Té bao nhan 5(50) 1 (10)
Z - p=0,5
Tuyén nhay 0 0
WHO = p=0.02
Biét hoa cao 2 (4) 0 018
Biét hoa vira 16 (32) 4 (40) P
Biét hoa kém 27 (54) 5(50)

Nhén xét: Khong co su khac biét cac kiéu gen iced] va iceA2 gitra thé rudt va thé lan toa & bénh nhan

UTDD voi p>0,05

Khéng c6 su khac biét cac kiéu gen icedl va
iceA?2 gitra thé tuyén dng va thé té bao nhin & bénh
nhan UTDD véi p>0,05. Khong c6 thé MBH tuyén
ché nhay c6 H.pylori mang gene iceA.

Kiéu gen iceAl chiém 54% ¢ nhém MBH UTDD
biét hoa kém, 32% & nhom biét hoa vira. Kiéu gene
iceA2 chiém 50% & nhom biét hoa kém va 40% &
nhom biét hoa vira. Su khéc biét gitia cac kiéu gene
Al va A2 & cac nhom MBH trén bénh nhan UTDD
& nhom biét hoa vira va kém c6 ¥ nghia thong ké
véi p<0,05.

IV. BAN LUAN

Nghién ctru & 91 bénh nhan UTDD nhiém H.
pylori, chiing t6i nhan thdy c¢6 57/91 truong hop,
chiém 62,6% c6 boc 16 gen ice4. Huang X. va cong
su (2016) phan tich tong hop 19 bai béo, 22 nghién
clru va 2.657 truong hop vé méi lién quan gitra tinh
trang gen iced va két qua 1am sang ty 1& Iced &
Trung qudc 1a 68,02% (134/197) trong céc trudng
hop UTDD va 62,37% (368/590) ¢ nhom viém da
day hoac nhom chung, trong khi ¢ cac nudc khac
1a 56,25% (117/208) va 48,50% (113/233 ). Khong
tim thdy modi lién quan déng ké nao giita sy biéu 16
iceA voi UTDD ¢ Cong hoa Nhan dan Trung Hoa
(OR=1,30,KTC 95% = 0,89-1,89; P=0,17) va cac
qudc gia khac (OR = 0,74, 95% CI = 0,46-1,20; P
=0,22). [7]
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Sy phan bd iced duong tinh theo tudi cho thiy
38,6% & cac bénh nhan dudi 60 tudi; 61,4% trén
60 tudi, khong c6 su khac biét vé phan bd nhom
tudi khi so sanh véi cac trudng hop iced 4m tinh.
Khi phén tich kiéu gen ching t6i nhan thiy ¢ cac
bénh nhan UTDD c¢6 boc 10 iced c6 do tudi trén
60 thi ty 1& mang kiéu gen iceAl chiém 62%, trong
khi & nhém chimg ty 1& mang kiéu gen iced] chi
c6 36,8%. Tuong ty ty 1€ nam mang gene iced la
61,4%, nir 1a 38,6%. Su khac biét gitra hai gidi nam
va nit khong c¢6 ¥ nghia thong ké vai p>0,05.

Chung t6i nhan thdy hinh anh trén noi soi da day
thé loét xam lan (typ III) mang gene iced cao nhat
chiém 64,9%, tiép theo 1a Borrmann II 1a 31,6%,
typ I va IV cung ty 1€ 1,8%. Ty 1¢ nhém mang gene
iced ¢6 ton thuong tai hang vi 1 57,9%, goc BCN
la 15,8%, hang vi phia BCN la 12,3% va than vi
la 14%. Su khéc bié¢t gitta ty 1¢ mang gen iced voi
vi tri ndi soi, cac typ ton thwong khong c6 ¥ nghia
thdng ké véi p > 0,05. Khong co su khac biét cac
kiéu gen iceAl va iceA2 giita thé rudt va thé lan toa
& bénh nhan UTDD, ciing nhu giita thé tuyén 6ng va
thé té bao nhin & bénh nhan UTDD véi (p > 0,05).
Ciftci 1. H. va cong su (2011) phan tich 109 mau
mo thu duoc 55 bénh nhan VDDM va 54 bénh nhan
UTDD bénh nhan ung thu da day nhiém H.pylori.
Ty 1€ cta gen iceA! 6 bénh nhan VDDM va UTDD
12 51% (28/55) va 65% (35/54), trong khi tan sé cta
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gen iceA2 1a 20% (11/55) va 28 % (15/54), tuong
tmg. Sy khéc biét vé ty 1¢ dwong tinh cua kiéu gen
iceAl vaiceA?2 gitra cac nhom bénh nhan khong cé y
nghia thong ké (p> 0,05) [5]. Aghdam S. M. va cong
su (2014) nghién ctru ¢ 37 bénh nhan UTDD va 49
bénh nhan viém da day. Két qua xét nghiém PCR
d6i v6i cac alen iceAl va iceA2 cho thay 35,1% H.
pylori phan 1ap tir bénh nhan UTDD va 14,3% bénh
nhan viém da day c6 kiéu gen iceAI; trong khi ty 18
xuat hién kiéu gen ice42 13 32,4% & cac bénh nhan
UTDD va 24,5% ¢ cac bénh nhan viém da day [6].
Khi phan tich theo mirc d¢ biét hda chung toi
nhan thiy kiéu gen iceA ! chiém 54% & nhém UTDD
biét hoa kém, 32% & nhom biét hoa vira. Kiéu gen
iceA2 chiém 50% & nhom biét hoa kém va 40% &

nhom biét hoa vira. Sy khéac biét giita cac kiéu gen

Al va A2 & cac nhém MBH trén bénh nhan UTDD
& nhom biét hoa vira va kém c6 ¥ nghia thong ké
véi p<0,05.

V. KET LUAN

Ty 1€ H.pylori mang iceA duong tinh 1a 62,6%
60 nhom UTDD cao hon so véi nhdm chung VDD.
Khong ¢o sy lién quan vé su biéu 10 iced voi tudi,
gidi tinh, vi tri ung thu, hinh anh néi soi. Nguoi nhiém
H. pylori mang gen iced, iceAl nguy co UTDD gap
4,256 1an (OR= 4,256, voi KTC 95%: 2,286 - 7,923);
4,685 lan (OR= 4,685, voi KTC 95%: 2,332 - 9,532).
so voi nguoi khong mang gen iced, iceAl. Nguoi
nhiém H. pylori mang gen iced kiéu gen A2 chua co
mdi lién quan nguy co UTDD so véi ngudi khong
mang gen iced kiéu gen A2 véi p > 0,05.
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