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NGHIEN CU’U VAI TRO CAGPAI CUA HELICOBACTER PYLORI
O’ BENH NHAN UNG THU DA DAY

Pham Hong Khanh?, Dwong Quang Huy', Nguyen Quang Duit?,

TOM TAT.

Pat van dé: Tinh nguyén ven cta dao bénh sinh
cag (cagPAI) cla H. pylori dugc nhiéu nghién clu cho
thay o6 lién quan vdi nguy cg ung thu da day (UTDD).
Tuy nhién, cac két qua nghién clu con chua théng
nhat. Muc tiéu: Nghién ciu mdi lién quan gilia
cagPAI clta H. pylori véi UTDD tai Viét Nam. Doi
tuogng & phucong phap: Nghién Cu’u cat ngang 179
benh nhan (89 bénh nhan UTDD va 90 bénh nhan
V|em da day man) nhiém H. pylori. Chan doan UTDD
va viém da day man (VDDM) dua trén mé bénh hoc.
Xac dinh su hién dién clia cagPAI thong qua ba gen
cagA, cagE, cagT bang ky thudt Realtime-PCR. Két
qua: 100% cac chung H. pylori mang gen cagPAI
duong tinh, trong do ty 1€ H. pylori mang gen cagPAI
nguyén ven la: 126/179 (70,4%). Nhém UTDD co ty 1é
cagPAI nguyén ven cao hon so v6i nhém VDDM
(79,8% so VvGi 61,1%), su ,khéc biét cé y nghia thdng
ke (OR = 2,5, p<0,01). O bénh nhan UTDD: Khong
co su khac b|et Ve ty |é nhiém H. pylori mang gen
cagPAI theo nhém tudi, theo gidi, dac diém dai thé
trén ndi soi (theo phan loai Borrmann) va trén moé
bénh hoc (theo phan loai Lauren). K&t luan: Ty Ié
cagPAI cla H. pylori nguyén ven & bénh nhan UTDD
cao han so vdi ty 1€ cagPAI & bénh nhan VDDM.

Tur khoa: cagPAl, Helicobacter pylori, ung thu da
day, viém da day man
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Background: Many studies have found that the
intactness of H. pylori's cag pathogenicity island
(cagPAI) is associated with gastric cancer (GC) risk,
however the results are inconsistent. Aim: This
research aims to investigate the relationship between
H. pylori’s cagPAI intactness and the risk of GC in
Vietnam. Subjects and methods: A cross-sectional
study of 179 patients with H. pylori infection, in which
89 patients with gastric cancer and 90 patients with
chronic gastritis (CG). Diagnosis of GC and CG is based
on histopathology. CagPAI status was determined
through the present or absent of three genes cagA,
cagk, cagT by realtime-PCR technique. Results:
100% of H. pylori strains carried cagPAI gene, in
which the rate of H. pylori carrying the intact cagPAl
was 70.4%. The GC group had a higher rate of intact
cagPAI than the CG group (79.8% vs 61.1%), the
difference was statistically significant (OR = 2.5; p <
0.01). In gastric cancer patients: There was no
difference in the prevalence of H. pylori carrying the
cagPAI gene by age group, gender, macroscopic
characteristics on endoscopy (according to Borrmann
classification) and on histopathology (according to the
Borrmann classification). Lauren's classification).
Conclusion: The intact cagPAI of H. pylori is
associated with the risk of gastric cancer in Vietnam.

Keywords: cagPAl, Helicobacter pylori, gastric
cancer, chronic gastritis

I. DAT VAN DE

Dao bénh sinh cag (cytotoxin-associated
gene pathogenicity island: cagPAI) dugc phat
hién nam 1996 [1], la m6t cum gen vdi khoang
30 gen khac nhau. Cum gen cag goém 2 doan:
doan phai (cagl) chra 16 gen va doan trai
(cagll) chira 14 gen. Cum gen cagPAI chifa gen
cagA (co6 nhiém vu ma hoa protein cagA, dugc
cho la 1 protein sinh ung thu) va mot s6 gen ma
hoa khoang 18 protein tham gia cdu tao hé
thong tiét typ IV (HTTT4) [2]. Hé thOng tiét typ
IV (HTTT4) cd cau trac gibng nhu bam tiém gidp
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van chuyén protein cagA peptldoglycan va mot
sd thanh phan khac cla vi khudn vao té& bao vat
chq, sé kich thich té bao vat cha giai phdng cac
cytokine viém (chu yéu Interleukin 8: IL-8). Dua
vao sy hién dién clia gen cagA, cum gen cagPAI
dugc phan thanh 2 loai: cagPAI 4m tinh hodc
dugng tinh. Tuy nhién, gen cagPAI thudng bi
mat doan va dudc chia thanh 2 loai: cagPAI
nguyén ven (c6 day du cac gen) va cagPAI
khong nguyén ven hay mét phan cagPAI (thi€u
mot s6 gen). VGi cagPAI nguyén ven cd y nghia
quan trong dGi véi viéc 1ap rap HTTT4, c6 day du
chirc ndng dé€ phan phéi cagA va kich thich tiét
IL-8 [3]. Nghién clru tim hiéu ty & gen cagPAI
nguyén ven va méi lién quan gilta cagPAI
nguyén ven véi tudi, gidi, hinh anh dai thé va mé
bénh hoc & bénh nhan UTDD.

Il. BOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Pai tuogng

- Nghién ciiu trén 179 bénh nhan (UTDD va
VDDM) dén kham tai Bénh vién quan y 103 va
Bénh vién TWQD 108 tir 8/2019 dén 5/2022. Chan
doan UTDD va VDDM dua md bénh hoc. Chén
doan nhiém H. pylori khi ca 2 phuong phap urease
nhanh va PCR trén mau sinh thiét duang tinh.

- Tiéu chuén loai trir: bénh nhan cd tién st
phau thut da day ta trang, dung khang sinh,
thubc cé chlra bismuth, thu6c NSAIDs trong
vong 4 tuén, thudc khéng thu thé H2 hodc thubc
Uc ché bom proton trong vong 2 tuan trudc
nghién cltu va bénh nhan khong dong y tham gia
nghién clru.

2.2. Phudng phap nghién ciru

- Thiét k& nghién clru: nghién ctu cdt ngang

- Cac budc tién hanh nghién clru: Noi soi da
day, ta trang va sinh thiét theo mau thong nhat.
DPéanh gid hinh anh dai th€ UTDD trén ndi soi
theo phan loai Borrmann, hinh anh m6 bénh hoc
theo phan loai Lauren. Manh sinh thiét tai da day
s8 dugc trong mdi trudng van chuyén xét
nghiém PCR ch&n doan H. pylori va ty 1& gen
cagPAI dugc c6 dinh trong méi trudng van
chuyén, sau dé chuyén sang luu gitr  -80°C va
XU ly tai khoa Sinh hoc phan t&r - Bénh vién
TWQD 108.

- DNA clia H. pylori tir manh sinh thiét dugc
tach bdng kit Monarch® Genomic DNA
Purification Kit (NEB, M¥), sau dé dugc tinh sach
va khuéch dai cac doan gen bang phan (ing PCR.
Xéac dinh cagPAI duadng tinh hay am tinh dua su
cé mat hay khong clia gen cagA. Cac trudng hgp
cagPAI dudng tinh dugc chia thanh cagPAI
nguyén ven khi ca 3 gen cagA, cagE, cagT déu
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duang tinh. cagPAI mot phan khi thi€u it nhat 1
trong 2 gen cagE va cagT.

- Tim hiéu méi lién quan gitta cag PAI nguyén
ven & bénh nhan UTDD véi tubi (mdc tudi trung
vi: 64), déc diém dai thé va md bénh hoc

2.3. Xtr ly va phan tich so6 liéu: SO liéu
dugc x{r ly theo thuat toan théng ké y hoc bang
phan mém STATA 14.2.

Il. KET QUA NGHIEN cU'U

Trong thdi gian nghién cru tUr thang 8/2019
dén 5/2022, chdng t6i thu thap dugc 179 bénh
nhan, trong dé 89 bénh nhan UTDD va 90 bénh
nhan VDDM. Sau day la két qua nghién clu:

3.1. Ty Ié cagPAI & bénh nhan UTDD va
VDDM

Bang 1. Ty Ié va dac tinh cua gen cagPAI

Gen cag PAI n (%)

Ty I€ gen cagPAI duang tinh ggé};o?
Ty 1& gen cagPAI nguyén ven (172(?/4 103(:_;
Ty |é gen cagPAI khong nguyén |  53/179
ven (29,6%)

Nhén xét: H. pylori mang gen cagPAI
duang tinh: 179/179 (100%), trong dé cag PAI
nguyén ven: 126/179 (70,4%) va cag PAI khong
nguyén ven 53/179 (29,6%)

Bang 2. So sanh ty Ié cagPAI giifa UTDD
va VDDM

Gen cagPAI
cagPAI khéng| cagPAI
Nhém | nguyénven | nguyén P
n (%) ven n (%)
VDDM 35/90 55/90 p <0,01
(n=90)| (38,9%) | (61,1%) | OR=2,5
UTDD o 71/89 |(95%CI: 1,3
(n = 89) [18/89 (20.2%) 79'80y |- 5,0)

Nhdn xét: Ty 1& nhiem H. pylori mang gen
cagPAI nguyen ven nhém UTDD: 71/89 (79,8%)
cao han cd y nghia (O= 2,5, p < 0,01) so véi nhdm
ty 1€ cagPAI & bénh nhan VDDM: 55/90 (61,1%).

3.2. Méi lién quan cua cag PAI & bénh
nhan UTDD

3.2.1. Lién quan theo tudi & bénh nhan
UTDD. Trong 89 bénh nhan UTDD, cé 46 bénh
nhan c6 tudi < 64 va 43 bénh nhan c6 tudi > 64.
Bang 3 trinh bay vé ty 1€ gen cag PAI nguyén
ven va khdng nguyén ven theo nhdm tudi & bénh
nhan UTDD.

Bang 3. Ty Ié gen cagPAI nguyén ven va
khéng nguyén ven theo tuéi & bénh nhin
UTDD
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Nhéan xét: Khong co sy khac biét vé ty 1€
nhiém H. ponr| mang gen cagPAl nguyen ven va
khéng nguyén ven theo nhém tudi < 64 hodc >
64 tudi (p > 0,05)

3.2.2. Lién quan theo gioi & bénh nhdan UTDD

Bang 4. Ty Ié gen cagPAI nguyén ven va
khéng nguyén ven theo gidi tinh & bénh
nhan UTDD

Gen cagPAI

Nhém  |cagPAI khong cagPAI

tudi  |nguyén ven n|nguyén ven n P

(%) (%)

\[g 3/18 15/18
(n= 18) (16,7) (83,3) >

Nam 15/71 56/71 0,05
(n=71) (21,1) (78,9)

Nhdn xét: Knong cb su khac biét vé ty Ié
nhiém H. ponr| mang gen cagPAI nguyén ven va
khong nguyén ven theo nhém gidi (p > 0,05)

3.2.3. Lién quan theo dic diém ndi soi UTDD

Bang 5. Ty Ié gen cagPAI nguyén ven va
khéng nguyén ven theo hinh anh ndi soi &
bénh nhan UTDD

Pac diém Gen cagPAI
noi soi cagPAI khong cagPAI
(theo nguyén ven | nguyén ven P
Borrmann) n (%) n (%)
Typ 1 1/5 4/5
(n=5) (20,0) (80,0)
Typ 11 3/23 20/23 >
(n = 23) (13,1) (86,9) [0,05
Typ 11 14/61 47/61
(n =61) (22,9) (77,1)

_Nhéan xét: Khong c6 su khac biét vé ty 1&
nhiém H. pylori mang gen cagPAI nguyén ven va
khdng nguyén ven theo déc diém dai thé trén
noi soi & bénh nhan UTDD (phéan loai Bormann:
Typ I, 11, IIT) (p > 0,05)

3.2.4. Lién quan theo mé bénh hoc UTDD

Bang 6. Ty Ié gen cagPAI nguyén ven va
khéng nguyén ven theo mé bénh hoc oJ
bénh nhdan UTDD

Gen cagPAI
Piac di€ém méd| cagPAI cagPAI
bénh hoc | mot phan | nguyén ven P
(n, %) (n, %)

Gen cagPAI UTDD thé rudt| 12/49 37/49
Nh6m tudi khéﬁzgrfgjyén ngﬁaygézA\}e_n P UT(Dancﬁg’)lan %73’? (3705/’3562 > 0.05
ven n (%) n (%) tod (n = 36) (16,7) (83,3) !
i E}%‘A’)‘ 8/46 (17,4) |38/46 (82,6) | _ U;(?pD(Ehé 'f)m %‘)} (%g)
s [0 @3 [ o7 P a0 xet KiGrg o ke b 2 6

mo benh hoc UTDD theo phan loai Lauren.

IV. BAN LUAN

H.pylori 13 loai vi khudn ¢ tinh da dang nhét
vé mat di truyén. Tinh khéng déng nhat trong bo
gen cua H. pylori la do sy hoan vi gen, sy tai to
hop va su' khac biét vé dich t& hoc cling véi &p
luc do hé thdng mlen dich clia vat chua tao ra
trong qua trinh 18y nhiém lau dai, trong dé dang
chu y la d&o bénh sinh cag (cagPAI). D€ xac dinh
tinh nguyén ven cla cagPAI can gidi trinh tu tat
ca 30 gen clia dao bénh sinh. Cong viéc nay doi
hoi thdi gian, trang bi, k¥ thuat va chi phi cao.
Do vay, cac nghién cftu chi tap trung mot s6 gen
dai dién, co6 tinh chat quan trong lién quan dén
hé théng bai tiét typ IV d€ xac dinh tinh nguyén
ven cla cagPAI [4],[5].

Trong nghién cu cta ching t6i, tat ca cac
chung H. pylori déu c6 cagA duadng tinh, do vay
100% la cagPAI ciing dugng tinh. Tinh nguyén
ven cla cagPAI dugc xac dinh khi cé du 3 gen la
cagA, cagE, cagT, trong d6 cagE nam & ving
cagl, cagT nam & vung cagll [4]. Su hién dién
day d0 cla ca 3 gen (cagA, cagE, cagT) lién
quan chat ché dén qua trinh viém da day man,
tang nguy co loét da day, ta trang (LDDTT) va
uTDD [5],[6].

Dua trén két qua PCR, két qua nghién clru
(bang 1) cho thay: ty Ié cagPAI duong tinh dat:
179/179 bénh nhan (100%). Két qua ciling cho
bi€t ¢ 126/179 bénh nhan (70,4%) cé cagPAI
nguyén ven va c6 53/179 bénh nhan (29,6%) cb
cagPAI khong nguyén ven (hay con goi cagPAI
mot phan).

Trén thé gidi, cé kha nhiéu nghien cru vé su
hién dién cla cagPAI & bénh nhan c6 bénh ly da
day nhiém H. pylori. Tuy nhién, su hién dién cla
cagPAI khong dong nhat trén cac chau luc, tham
chi & cung mot chadu luc hay mot quéc gia. Ty Ie
cagPAI am tinh la 50% & Tay An PO, 32% &
Phap, 9% & Thuy Dién, 1% & Nhat Ban, 0% &
Braxin. Ty |é cagPAI nguyén ven cling co su khac
nhau: My (88%), Nhat Ban (100%), Nam My
(78%), Braxin (24,7%) [7]. O Viét Nam, Nguyén
Lam Tung va cs [8] nghién clu trén 103 chlng
H. pylori phan lap t&r 2 nhém VDDM (n = 78) va
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loét da day-ta trang (n = 25) thi ty Ié cagPAI
chiém ty I€ la: 103/103 bénh nhan (100%). Két
qua nghién ctu cling cho biét ty 1é cagPAI
nguyén ven (intact) cho cd@ 2 nhom bénh la:
91/103 bénh nhan (88,3%). Ty Ié nay (88,3%)
cao han so vai két qua nghién clu clia chung toi
(70,4%). SG di c6 su khac biét nay la trong
nghién cltu cta Nguyen Lam Tung da thuc hién
nghién ctu trén 30 gen cua dao bénh sinh cag.

Khi phan tich tinh trang cagPAI v&i nhém
bénh (trinh bay bang 2), ching t6i nhan thay,
nhém UTDD cd ty |é cagPAI nguyén ven: 71/89
bénh nhéan (79,8%) cao han so vdi ty 1€ cagPAI
nguyén ven & nhom VDDM: 55/90 bénh nhan
(61,1%). Su khac biét nay co y nghia thong ké
(p < 0,001).

Nhu vay, két qua nay cho thay ching H.
pylori mang cagPAI nguyén ven c6 thé lién quan
vGi mirc d6 viém da day nang hon va tang “nguy
cd” UTDD haon so véi cac ching cagPAI mot
phan. Két qua nay kha phu hgp véi cac nghién
ctu khac khi chitng minh H. pylori mang cagPAI
nguyén ven cé doc luc cao han ching chi mang
mot phan cagPAI [4],[9],[8]. Nghién clu thuc
nghiém da cong b6 cac chuing H. pylori mang
cagPAI mét phan giam kha nadng gan két cua vi
khudn vao té bao bi€u md va cam (ng bai tiét
IL-8. Tinh nguyén ven cua cagPAI la diéu kién
rat quan trong cho sy hinh thanh va phat huy
chlrc ndng clia HTTT4, tir d6 H. pylori gan Ién bé
mat t€ bao vat chuq, pha va lién két t€ bao va van
chuyén cagA vao bao tugng, kich hoat mot loat
cac qua trinh phan tur dién ra bén trong té€ bao
biéu md dan dén cam (ng bai tiét cac cytokin
viém [3],[10], gilp vi khudn tranh dugc cac co
ché thai loai, s6ng sot dugc trong moi trudng
acid, sinh trudng va dinh cu lau dai trong niém
mac da day [8]. B

Vé mdi lién quan gilta nhiem H. pylori mang
gen cagPAI vdi nhém tudi, hinh anh dai thé ung
thy da day trén ndéi soi (phan loai cua
Borrmann), ddc diém md bénh hoc (phan loai
cla Lauren), két qua khong tim thady moi lién
guan gitra cagPAI véi cac yéu to trén. Hién tai,
chiing t6i khong tim thdy cac tai liéu nao ndi vé
maGi tuang quan nay.

Trong nghién cltu cua ching téi cho biét:
Nhiém ching H. pylori mang cagPAI nguyén ven
lam tdng “nguy ccg” UTDD Ién 2,5 l[an so VGi
VDDM. Két qua nay cho thdy, viéc xét nghiém
cum gen cagPAI rdt quan trong nham dinh
hudng, chan doan, sang loc va tién lugng UTDD
tai Viét Nam.
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V. KET LUAN

1. H. pylori mang gen cagPAI dudng tinh:
179/179 (100%), trong dé cag PAI nguyén ven:
126/179 (70,4%) va cag PAI khong nguyén ven
53/179 (29,6) _

2. Ty |é nhiéem H. pylori mang gen cagPAI
nguyén ven nhém UTDD: 71/89 (79,8%) cao
hon c6 y nghia (O= 2,5, p < 0,01) so v8i nhém
ty |Ié cagPAI & bénh nhan VDDM: 55/90 (61,1%).

3. Khong tim thay madi lién quan gilra cagPAI
cla H. pylori véi tudi, dic diém ndi soi va md
bénh hoc ung thu da day (p > 0,05)
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