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TIEU PAO BENH SINH CUA HELICOBACTER PYLORI
& UNG THU DA DAY TAI VIET NAM

Vii Vin Khién!, Trin Thi Huyén Trang', Pham Hong Khinh?,
Phan Quoc Hoan!, Nguyén Quang Duit?, Tran Thanh Huyén!,

TOM TAT B

Pat van dé: Nhiém vi khuin Helicobacter pylori
(H. pylori) c6 lién quan dén mét s6 bénh da day. Gen
cag-PAI dugc xép la mét trong yéu t6 doc luc quan
trong cla H. pylori. Cac nghién clu cho b|et tan suat
clia cag-PAI chiém 60-70% trong tong cac chang H.
pylori phudng Tay va 100% cho cac ching H. pylori
Dong A. Tai Viét Nam, gen cag-PAI chua dugc nghlen
c(tu nhiéu. Muc tiéu: Nghién cu‘u tlm hiéu vai tro cua
cag-PAI trong bénh Iy da day va mdi lién quan cla
cag-PAI véi ung thu da day tai Viét Nam. DOi tugng
& phuong ph;éip: Nghién cu cat ngang trén 623
bénh nhan nhiém H. pylori trong dé cé: UTDD (n
=154), LDD (n = 129), LTT (n = 161) va VDDM (n
=179). Chan doan UTDD va VDDM dua mo bénh hoc.
Tinh trang cag-PAI dugc xac dinh bdng ky thuat
Realtime-PCR. Két qua: Ty Ié cag-PAI (+) & UTDD
tang cao nhdt (100%) so v&i cag-PAI (+) & bénh
nhan: LDD (89,9), LTT (90), VDDM (78,2). Ty |é cag-
PAI nguyén ven tang cao c6 y nghia (p<0,05) & bénh
nhan UTDD (90,3%), LDD (88,4%), LTT (87,6%) so
Vi cag-PAI nguyén ven ¢ VDDM (76,5%). Ty I€ cag-
PAI nguyen ven tang cao cd y nghia § UTDD typ III
so V@i cag- PAI nguyen ven & UTDD typ I-II. Ty Ié gen
cag-PAI nguyén ven & benh nhan UTDD thé lan tda-
hon hgp tang cao hon co y ngh|a (p<O 05) so V(i
cag-PAI nguyen ven G UTDD thé rudt. K&t luén: Ty 1&
cag-PAI nguyén ven tang cao & bénh nhan UTDD lién
quan chat ché dén hinh thai n6i soi va mé bénh th o]
bénh nhan ung thu da day tai Viét Nam

Tur khoa: Helicobacter pylori, cag pathogenicity
island, ung thu da day, viém da day man, loét da day,
loét ta trang.

SUMMARY
THE HELICOBACTER PYLORI
CAG PATHOGENICITY ISLAND IN
GASTRIC CANCER IN VIETNAM

Background: Helicobacter pylori (H. pylori)
infection is associated with some gastric diseases. cag-
PAI gene is classified as one of the important virulence
factors of H. pylori. Studies show that the frequency of
cag-PAI accounts for 60-70% of all Western H. pylori
strains and 100% for East Asian H. pylori strains. In
Vietnam, the cag-PAI gene has not been studied

1Bénh vién TWQP 108

2Hoc vién Quén Y

Chiu trach nhiém chinh: Vi Van Khién
Email: vuvankhien108@yahoo.com.vn
Ngay nhan bai: 20.5.2023

Ngay phan bién khoa hoc: 12.5.2023
Ngay duyét bai: 25.5.2023

Trinh Xuin Hung!, Bui Thanh Thuyét!

much. Airm: Study on the role of cag-PAI in gastric
pathology and the association of cag-PAI with gastric
cancer in Vietnam. Subjects and methods: A cross-
sectional study of 623 patients with H. pylori infection,
including: Gastric cancer (n = 154), gastric ulcer (n =
129), duodenal ulcer (n = 161) and chronic gastritis
(n = 179). Diagnosis of gastric cancer and chronic
gastritiss based on histopathology. Cag-PAI status was
determined by Realtime-PCR technique. Results: The
rate of cag-PAl (+) in gastric cancer (100%),
significantly higher than cag-PAI (+) in patients with
gastric ulcer (89.9%), duodenal ulcer (90%), chronic
qastritis (78.2%). The rate of intact cag-PAI was
sianificantly increased (p<0.05) in patients with gastric
cancer (90.3%), qastric ulcer (88.4%), duodenal ulcer
(87.6). %) compared with intact cag-PAI in chronic
gastritis (76.5%). The percentage of intact cag-PAI
was sianificantly increased (p < 0.05) in type III
gastric cancer compared with intact cag-PAI in type I-
II qastric cancer. The percentage of intact cag-PAI
gene in patients with diffuse-mixed gastric cancer was
significantly higher (p < 0.05) than intact cag-PAI in
intestinal gastric cancer. Conclusion: The rate of
intact cag-PAI is high in gastric cancer patients, closely
related to endoscopic morphology and histopathology
in gastric cancer patients in Vietnam.,.

Keywords: Helicobacter pylori, cag pathogenicity
island, gastric cancer, chronic gastritis

I. DAT VAN PE

Pao bénh sinh cag (cag pathogenicity island,
viét tat: cag PAI) la cum gene khoang 40kb,
dugc phat hién bgi Censini S va cs vao nam
1996. Cum gen gom 2 doan: doan cag I xuGi
dong (downstream cag I) chifa 16 gene va doan
cag II ngudc dong (upstream cag II) chira 16
gene [1]. Gen cag-PAI dugdc xép la mot trong
yéu t6 doc luc quan trong cla vi khuadn
Helicobacter pylori (H. pylori). Cac nghién clu
cho biét tan sudt cua cag-PAI chiém 60-70%
trong téng cac chung H. pylori phudng Tay va
100% cho céc ching H. pylori Bong A [1]. Phan
I6n, cac chung vi khan H. pylori d& cd thé gay
viém da day man, nhung nhirng chiing ch(ra cag-
PAI (+) thi ¢ nguy cG gay viém da day man,
viém teo niém mac da day, di san rudt, loan san
rudt va ung thu da day cao hon so vdi nhifng
chung H. ponr| c6 cag-PAI (- ) [1]. Tai Viét Nam,
cac nghlen cltu vé cag-PAI cla H. pylori & bénh
nhan c6 bénh ly da day chua dugc thuc hién. TU
nam 2019, dudc su tai trg cua B6 Khoa hoc-
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Cong nghé Viét Nam, dé tai nghi dinh thu Viét
Nam- Nhat Ban da dugc trién khai tai Vién
nghién cfu khoa hoc Y Dugc lam sang 108 mang
tén ma s6: NDT.66.JPN/16. D& tai nghién clru
vGi muc tiéu: ty 1é cag-PAI & bénh ly da day va
mai lién quan giifa cag-PAI vé&i ung thu da day.

II. DOl TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi tugng. Doi tugng nghién clru gom
623 bénh nhan, bao gom: UTDD (n = 154), loét
da day (n = 129), loét ta trang (n =161), VDDM
(n = 179), dén kham bénh va diéu tri tai bénh
vién TWQD 108 va bénh vién 103- Hoc vién Quan
y tir 8/2019 dén 5/2022. Chan doan UTDD va
VDDM dua mé bénh hoc. Chan doan loét da day,
loét ta trang dua trén hinh anh ndi soi. Chan doan
nhiem H. pylori khi ca 2 phuong phap urease
nhanh va PCR trén mau sinh thiét duong tinh.

Tiéu chudn loai tru: D3 phau thuat da day
td trang, da dung cac thudc (khang sinh,
bismuth, NSAIDs) trong vong 4 tuan, da dung
thuSc (khang thu thé H2, (c ché bom proton)
trong vong 2 tuan trudc khi nghién clu.

Il. KET QUA NGHIEN cU'U

2.2. Phuong phap

- Thiét k& nghién clru: M6 ta, cdt ngang

- Cac budc ti€n hanh: Lap ho sg, ndi soi da
day, nhan dinh ton thuong, 18y mau sinh thiét
theo quy trinh d& théng nhat. Hinh anh dai thé:
UTDD (phan loai Borrmann), hinh anh VDDM
(phén loai cla Sydney cap nhat 1999). Hinh anh
mo bénh hoc theo phan loai Lauren. Manh sinh
thiét xét nghiém PCR chan doan H. pylori va kiéu
gen oipA dugc cd dinh trong moi trudng van
chuyén (transport medium), cit ngay vao tu lanh
49C trong vong 24 gid, sau dé chuyén sang luu
gilt 6 -80°C va xur ly tai khoa Sinh hoc phan tur -
Bénh vién TWQD 108.

- DNA cuta H. pylori tr manh sinh thiét dugc
tdch bdng kit Monarch® Genomic DNA
Purification Kit (NEB, My), dudc tinh sach. Cag-
PAI dugc xac dinh théng qua 2 trang thai: cag-
PAI duang tinh va am tinh

2.3. XU ly s0 liéu: Theo thuat toan thong
ké y hoc bang phan mém STATA 14.2.

Bang 3.1. Ty Ié va dac tinh cua gen cag-PAI
e cag-PAI (+ Cag-PAI nguyén
boi tugng gn (%)( ) 9:nf:n n (l?/o)y
UTDD (n = 154) 154/154 (100) 139/154 (90,3)
Loét da day (n = 129) | 116/129(89,9) | 114/129 (88,4)
Loét ta trang (n = 161) | 145/161 (90,0) | 141/161 (87,6)
VDDM (n = 179) 140/179 (78,2) | 137/179 (76,5) 3/179 (1,7) | 39/179 (21,8)
Téng (n = 623) 555/623 (89,0) | 531/623 (85,2) | 24/623 (3,8) | 68/623 (10,9)
Nhdn xét: Ty Ié cag-PAI (+) G bénh nhan UTDD tang cao han cé y nghia so véi cag-PAI (+) &
bénh nhan loét da day, loét ta trang va VDDM (p < 0,05).
Bang 3.2. Ty Ié cag-PAI cua H. pylori & 4 nhom nghién ciu
Poi tugng cag-PAI nguyén ven n (%) | cagT (+) n (%)
UTDD (n = 154) 139/154 (90,3) 138/154 (89,6)
Loét da day (n = 129) 114/129 (88,4) 118/129 (91,5)
Loét ta trang (n = 161) 141/161 (87,6) 140/161 (86,9)
VDDM (n = 179) 137/179 (76,5) 135/179 (75,4) 138/179 (77,0)
Téng (n = 623) 531/623 (85,2) 531/623 (85,2) | 532/623 (85,4)
Nhdn xét: Ty Ié cac gen: cag-PAI, cagT, cagE dudng tinh & cad 3 nhdom bénh nhan: UTDD, loét
da day va loét ta trang déu tang cao han c6 y nghia (p < 0,05) so vdi ty I€ gen: cag-PAI, cagT, cagE
duang tinh & bénh nhan VDDM.
Bang 3.3. Moéi lién quan gen cag-PAI vdi dac diém UTDD

Cag-PAI mot
phan n (%)
15/154 (9,7)
2/129 (1,5%)

4/161 (2,4)

Cag-PAI (-)
Am tinh

13/129 (10,1)
16/161 (10)

cagE (+) n (%)
139/154 (90,3)
114/129 (88,4)
141/161 (87,6)

s PO Gen cag-PAI ~

Hinh anh ngi soi Ducng tinh (n, %) Am tinh (n, %) Tong P
N 29/31 (93,5) 2/31 (6,5) 31 > 0.05

Nam 110/123 (89,4) 13/123 (10,6) 123 d
< 50 tudi 84/93 (90,3) 9/93 (9,7) 93 > 0.05

> 50 tudi 55/61 (90,1) 6/61 (9,9) 61 '
Borrmann typ I-11 40/51 (78,4) 11/51 (21,6) 51 <0.05

Borrmann typ 111 99/103 (90,3) 10/103 (9,7) 103 '
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Thé rudt 74/86 (86,0)

12/86 (124,0) 86

Lan tda & hon hgp 65/68 (95,6)

< 0,05

3/68 (4,4) 68

Nhén xét: Ty |€ gen cag-PAI duong tinh & bénh nhan UTDD typ III téng cao hon cd y nghia (p
<0 05) & UTDD typ I-IL. Ty & gen cag-PAI ducong tinh & bénh nhan UTDD thé lan tda-hdn hop téng

cao han cd y nghia (p < 0,05) & UTDD thé ruét.

IV. BAN LUAN

4.1. Ty lé cag-PAI cua H. pylori 6 nhom
nghién ciru. Ung thu da day la mot loai ung thu
kha ph6 bién trén thé giGi va nguy co tir vong rat
cao, néu nhu bénh nhan khéng dugc phat hién
sédm. Nhiém khuan H. pylori d& dugc coi 1& mot
trong tac nhan s6 I gay UTDD trén thé gidi. Tuy
nhién, kha nang gay bénh clia H. pylori thi phu
thudc vao yéu td doc luc clia vi khudn hay la tinh
da hinh gen (genetic polymorphism) cla H.
pylorii Dao gay bénh sinh cagA (cag-
pathogenicity island: cag-PAI) la mét t6 hop
gene, cd 3 chdc nang chinh [2-5]:

- Chra gen cagA- moOt gen quan trong cé
kha nang cao gay UTDD

- M3 hda hé théng tiét typ IV d€ van chuyén
cac thanh phan cua vi khudn nhu protein cagA,
peptidoglycan va cac thanh phan vao trong té
bao cla vat chl gy tén thuong niém mac da day

- Kich thich gidi phong cac cytokine viém tir
cac té bao vat chq, trong do cd Interleukine 8
(IL-8).

Ba dac tinh nay phdi hgp chat ché véi nhau,
dua dén phan (ng viém, di san rudt, loan san
rudt va UTDD. Tuy nhién, cho dén nay, cac
nghién cu téng thé vé cag-PAI con it [3-5] va
hau nhu déu 1ay két qua xét nghiém vé cagA la
dai dién cho su hién dién cla cag-PAI. Mlc do
th€ hién cla cag-PAI & 3 mic dd: cag-PAI
nguyén ven (intact cag-PAI) , cag-PAI bi x6a mot
phan (Partially deleted cag-PAI) va cag-PAI bi
x0a hoan toan (completely deleted cag-PAI) hay
con goi la cag-PAI am tinh. Cag-PAI dudc o la
dugng tinh bao gom: cag-PAI nguyén ven va
cag-PAI mot phan

Két qua trong bang 3.1 cho biét ty Ié cag-
PAI (+) G bénh nhan UTDD chiém ty 1& 154/154
(100%), cao han so vGi cag-PAI (+) & bénh nhan
LDD (89,9%), LHTT (90%) va VDDM (78,2%),
su’ khac biét cd y nghia thdng ké (p < 0,05). Két
qua ciing cho biét ty Ié cag-PAI nguyén ven &
bénh nhan UTDD (90,3%), LDD (88,4%), LTT
(87,6%) déu tang cao han co y nghia (p < 0,05)

so vGi ty |é cag-PAI nguyén ven & bénh nhan
VDDM (76,5%).

Bang 3.2. trinh bay vé cag-PAI nguyén ven
va 2 gen khac: cagT va cagE. Két quad nghién
ctu cho biét, ty 1€ gen cag-PAI dudng tinh &
bénh nhan UTDD (90,3%), loét da day (88,4%),
loét ta trang (87,6%) déu tdng cao han cd y
nghia (p < 0,05) so vGi ty |é gen cag-PAI dudng
tinh & bénh nhan VDDM (76,5%). Ciing tuong tu
nhu vay, ty 1€ gen cagT, cagE duadng tinh & ca 3
nhom (UTDD, loét da day, loét ta trang) déu
tdng cao co y nghia (p< 0,05) so vdi ty 1€ gen
cagT, cagE duadng tinh & bénh nhan VDDM

Cac nghién cru & Nhat Ban va Han Quoc
[61,[7], noi cb ty 1&é mdc UTDD cao trén thé€ gidi
cling thdy rang ty Ié gen cag-PAI va cac gen don
|& cua cag-PAI déu tang cao & bénh nhan UTDD,
loét da day va loét ta trang.

Nam 2001, Ikenoue T va cs [16] khi nghién
ctftu trén 204 mau H. pylori & nguGi Nhat Ban.
K&t qua nghién clru cho biét ty Ié cag-PAI
nguyén ven & bénh nhan loét da day la 53/53
(100%), & ung thu da day la: 55/55 (100%).
Riéng doi v&i bénh nhan viém da day man thi ty
Ié cag-PAI nguyén ven, bi x6a mot phan va xda
hoan toan 1a: 89/96 (92,7%); 5/96 (5,2%) va
2/96 (2,1%). K&t qua nghién cu cling cho biét
ty 1€ dudng tinh cho tirng gen riéng ré ciing cao,
cu thé nhu sau: Ty 1& cagT, cagE va cagA duong
tinh tung Gng la: 197/204 (96,6%); 197/204
(96,6%) va 202/204 (99,0%).

Trong nhiéu thap ky qua, Han Quéc la mot
qudc gia co ty 1& mac UTDD rat cao va cd su
khac biét rd rét so vdi cac chau luc khac va ngay
ca trong khu vuc chau A. Nam 2002, Hsu PI va
cs [7] ti€n hanh nghién ciu su hién dién vé ty 1&
cag-PAI va cac gen cu thé & 120 mau H. pylori &
ngudi Han Qudc (n =60) va Columbia (n = 60).
Két qua nghién cltu cho biét ty 1€ cla cac alen tai
vi tri doan cag I xudi dong va cag II ngugc dong
G ngudi Han Quoc déu tang cao co y nghia so
v8i ngudi Columbia. K&t qua nay dugc thé hién
trén bang 4.1.

Bang 4.1. Phan bé alen cag-PAI & nguoi Han Quéc & Columbia [199]

Tong

Cag-PAI (n =120)

NguGi Han Qudc
(n = 60)

Ngugdi Columbia
(n = 60) P

Khu vuc cag I
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cagA 109 (93%) 60 (100%) 49 (82%) 0,010
cagE 107 (89%) 58 (97%) 49 (82%) 0,016
cagG 104 (87%) 56 (93%) 48 (80%) 0,032
cagM 107 (89%) 58 (97%) 49 (82%) 0,016
Khu vu'c cag 11
cagT 108 (90%) 59 (98%) 49 (82%) 0,004
ORF 13 108 (90%) 59 (98%) 49 (82%) 0,004
ORF 10 108 (90%) 59 (98%) 49 (82%) 0,004

Nhifng két qua nay cho thay cag-PAI déng
vai trd quan trong trong bénh sinh cta da day va
giai thich mét phan ly do lam tang ty 1&é mac
UTDD tai Nhat Ban va Han Qudc,

Tuy nhién, cung tai chdu A, tan sudt méac
UTDD khong giong nhau va dugc chia thanh 3
muc mac bénh khac nhau: Cao, trung binh, thap.
An dd, noi tan sudt mac H. pylori va UTDD &
muc thap. Do vay, két qua xét nghiém vé cag-
PAI c6 khac so vdi cac nuGc co tan sudt mac
UTDD murc cao va trung binh. Nghién c(ru ca Ali
M va cs [8] tai An D6 (ndm 2005) trén 174 bénh
nhan gom: loét ta trang (n =58), loét da day
(n=46), UTDD (n = 14) va VDDM (n = 56). Két
qua nghién ctu cho biét: Ty Ié cag-PAI nguyén
ven (duong tinh) & bénh nhan UTDD va loét da
day chiém ty Ié kha cao, tuang Ung la: 85,7% va
97,8%. Trong khi d6, cag-PAI nguyén ven
(duong tinh) & bénh nhan loét ta trang va VDDM
chiém ty Ié rat thap, uong Ung la: 6,9% va
7,1%. Tac gid cho rang gen cag- PAI cia H.
pylori cé lién quan dén UTDD, LDD tai An Pd.

Do cag-PAI cta H. pylori dong vai tro quan
trong trong bénh ly da day néi chung va trong
UTDD ndi riéng, ching t6i da trinh bay vé mai
lién quan gitra cag-PAI véi d3c diém & bénh nhan
UTDD. Két qua nghién ctu trinh bay trong bang
3.2. cho biét ty |é cag-PAI dudng tinh cd lién
quan dén dic diém hinh thai cia UTDD (theo
phén loai cla Borrmann) va theo déc diém vé
mO bénh hoc cta UTDD (theo phén loai cla
Lauren). K&t qua nghién cfu cu thé trong bang
3.2 cho biét ty 1€ cag-PAI dudong tinh 6 UTDD typ
III: 74/87 (86,0%) tang cao hon cé y nghia (p <
0,05) so vdi ty |é cag-PAI duong tinh & UTDD typ
I-II: 40/51 (78,4%). Cung tuong tu nhu vay, ty
Ié cag-PAI ducng tinh & UTDD thé lan tda-hon
hgp tdng hon so vai thé rudt (p < 0,05). Tuy
nhién, cac cong bé nghién cltu vé cag-PAI véi
hinh anh dai thé va mé bénh hoc UTDD con rét it
va tap trung chi yéu dua trén nghién clu vé
cagA, mot gen chu dao clia cag-PAL

V. KET LUAN
* Ty lé cac gen: cag-PAI, cagT, cagE ducng
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tinh & ca 3 nhdm bénh nhan: UTDD, loét da day
va loét ta trang déu tang cao haon co y nghia (p
< 0,05) so vGi ty |é gen: cag-PAI, cagT, cagE
duang tinh & bénh nhan VDDM.

* Ty |é gen cag-PAI dudng tinh & bénh nhan
UTDD typ III tang cao hon cé y nghia (p <
0,05) &8 UTDD typ I-II (theo phan loai
Borrmann). Ty 1€ gen cag-PAI dudng tinh & bénh
nhan UTDD thé lan téa-hon hgp tang cao han cd
y nghia (p < 0,05) & UTDD thé rudt.

VI. LO1 CAM ON

Nghién cru nay dudc tai trg bai B6 Khoa hoc
va Cong nghé trong dé tai nghi dinh thu Viét
Nam — Nhat Ban, dé tai ma s6 NDT.66.JPN/19
(Chd nhiém dé tai PGS. TS Vi Van Khién).
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