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TOM TAT

Dt vin dé: Helicobacter pylori la nguyén nhdn hang dau gdy cdc bénh 1y da day - td trang.

Protein CagA dwoc md héa boi gene cagA la dc t6 kinh dién ciia H. pylori. Muc tiéu nghién ciru:
(1) Xac dinh ty I¢ mang gene cagA cua H. pylori phan ldp tir cac bénh nhan bénh Iy da day - ta
trang; (2) Khdo sat moi lién quan giita gene cagA va bénh ly da day - td trang. Déi twong va i phuong
phdp nghién ciru: Nghién ciru cdt ngang trén 173 bénh nhdan bénh Iy da day ta trang co nhiém H.

pylori. Nudi cdy va phan lap H. pylori tir mdu mé sinh thiét da day. Gene cagA dwoc xdc dinh bang
phwong phap PCR. Két qua: Ty 1¢ chung H. pylori mang gene cagA () la 83,8%. Phdn tich hoi quy
da bién sau khi hiéu chinh theo tuoz va gioi cho thdy nhiém ching H. pylori c¢6  cagA (+) lam tang
nguy co loét da day - td trang gap 5,49 lan (95% CI: 1,06-28,37, p = 0,042). Két lugn: Ty Ié ching
H. pylori mang gene cagA (+) cao. Gene cagA co lién quan voi tang nguy co loét da day - ta trang.

Tir khoa: Helicobacter pylori, cagA, bénh ly da day - ta trang.
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ABSTRACT

THE PREVALENCE OF THE CAGA GENE OF HELICOBACTER PYLORI
AND ITS ASSOCIATION WITH GASTRODUODENAL DISEASES

Thai Thi Hong Nhung'?", Nguyen Thai Hoa', Nguyen Hong Phong’,

Nguyen Thi Hai Yen' , Nguyen Thi Be Hai',

Nguyen Thi Mai Ngan?; Ha Thi Minh Thi®

1. Can Tho University of Medicine and Pharmacy

2. University of Medicine and Pharmacy, Hue University

Background: Helicobacter pyloriis the leading cause of gastroduodenal diseases. The

CagA protein, which is encoded by the cagA gene, is the well-studied toxin of H. pylori. Objectives:

(1) To determine the prevalence of the cagA gene of H. pylori isolates from patients with

gastroduodenal diseases, (2) to investigate the association between the cagA gene and

gastroduodenal diseases. Materials and methods: The study was conducted on 173 positive — H.

pylori patients with gastroduodenal disease. H. pylori strains were isolated from gastric mucosa

biopsy specimens. The polymerase chain reaction technique was performed to identify the cagA

gene. Results: The cagA gene was detected in 83.8% of H. pylori isolates. After adjusting for age

and gender, the multivariable logistic regression analysis showed that the H. pylori strain carrying

cagA-positive gene was associated with an increased risk for peptic ulcers (aOR = 5.49, 95% CI:

1.06-28.37, p = 0.042). Conclusion: The percentage of H. pylori strains carrying the cagA gene is
great. The cagA gene was related to an increased risk for peptic ulcers.

Keywords: Helicobacter pylori, cagA gene, gastroduodenal diseases.

I. PAT VAN PE

Vi khuan Helicobacter pylori (H. pylori) 1a tac nhan chinh giy viém da day man,
loét da day - ta trang, ung thu da day va u lympho MALT da day [1]. Ty 1¢ nhiém H. pylori
tai Viét Nam khé cao, mot nghién ctru tai mién Trung ndm 2019 cho thay ty 1¢ nhiém H.

pylorila 55,4% [2].

Vé co ché bénh sinh, bénh ly da day - ta trang do H. pylori dugc xem la co6 sy tac
dong phdi hop cua yéu td doc luc cna vi khuan, yéu t6 vat chu va cac yeu t6 moi truong [3]
Kha nang géy bénh cua H. pylori phu thude vao su biéu hién cac yéu t6 doc luc, trong s6 d6
protein lién quan doc t6 t& bao CagA, dugc ma hoa bai gene cagd, duoc xem 1a doc t6 kinh
dién cta H. pylori, dd dugc nhidu nghién ctru chimg minh c6 lién quan dén ting nguy co
loét da day — ta trang va ung thu da day [4], [5].

Hién nay, tan suit «cting nhu moi lién quan cua gene cagA véi bénh ly da day - ta trang
chua duoc khao sat cu thé tai Can Tho. Vi vay, Nghién ciu nay duoc thuc hién vai hai muc
tiéu: 1. Xac dinh ty 1 mang gene cagA cua H. pylori phén Iap tir cac bénh nhan c6 bénh ly da
day - ta trang. 2. Khao sat méi lién quan giira gene cagA va bénh Iy da day - ta trang.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CU'U
2.1. Péi twong nghién ciru

Bénh nhan dén ndi soi tiéu hoa trén tai Trung tam N1 Soi - Ndi soi can thiép, Bénh
vién Truong Pai hoc Y - Duogc Can Tho, két qua ndi soi co ton thuong niém mac da day -
ta trang va duoc chan doan nhiém H. pylori.

- Tiéu chuin chon bénh: Bénh nhan c6 noi soi tiéu hoa trén va sinh thiét mau mo
niém mac da day. Két qua noi soi chan doan bénh da day - t4 trang nhu: Viém da day, loét
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da day - ta trang. Pugc chan doan xac dinh nhiém H. pylori bang ca xét nghiém nhanh
urease va nudi cdy.

- Tiéu chuén loai trir: Dung thudc e ché bom proton trong 2 tudn, bismuth, khang
sinh trong 4 tuan trudc ndi soi. DNA duogc tach chiét khong dam bao vé sb luong va chit
luong cho xét nghiém PCR.

2.2. Phuwong phap nghién ctru

Nghién ctru mo ta cat ngang tur thang 5/2021 dén 10/2022 tai Bénh Vién Truong Dai
Hoc Y Dugc Can Tho. Céc budce nghién ctru dugc tién hanh nhu sau:

- Budc 1: Chon mau nghién ctru tai Trung Tam Noi Soi - Bénh Vién Truong Dai
Hoc Y Dugc Can Tho

MJi bénh nhan duoc ndi soi da day - t trang va ldy mau sinh thiét da day dé thuc
hién xét nghi¢m nhanh urease, nuoi céy va md bénh hoc (néu c6 chi dinh).

+ Xét nghiém nhanh urease: Thyc hién tai phong Noi Soi véi kit NK Pylori Test
(Nam Khoa Biotek, Viét Nam). Poc két qua trong vong 60 phit.

+ Nudi cay phan lap H. pylori: Mau mé duoc bao quan trong dng moi truong chuyén
ché (Nam Khoa Biotek, Viét Nam), chuyén nudi ciy trong vong 4 gid. Mau sinh thiét duoc
nghién nhuyén rdi trai trén dia thach cdy (Nam Khoa Biotek, Viét Nam). Nudi cay ¢ 37°C
trong mdi truong vi hiéu khi trong 3 - 10 ngay. H. pylori duoc xac dinh dya vao hinh thai,
nhudm Gram am, duong tinh v&i oxidase, catalase va urease. Cac khuén lac duge cho vao
ong chira TE trir & -20°C, va chuyén dén B mén Di truyén Y hoc, truong Pai hoc Y- Dugc
Hué dé thuc hién cac xét nghiém sinh hoc phan tu.

+ Mb bénh hoc: Bénh nhan viém da day qua noi soi s& dugc sinh thiét thém hai mau
md: mdt mau tai hang vi, mot mau tai than vi dé 1am md bénh hoc. Céc thong s6 mo hoc
gbém viém man, viém teo, hodc di san rudt dugc danh gia theo hé thong Sydney cép nhat,
loan san danh gi4 theo phan loai cia Tb Chuc Y Té Thé Gidi 2019. Néu két qua mo bénh
hoc la viém teo, va/ hoac di san rudt, va/ hoac loan san thi duoc xép vao nhom tién ung thu.

- Bude 2: Tach chiét DNA

Ly tam 6ng TE chta khuén lac ¢ 14.000 x g trong 2 phit. Loai bo dich ndi, thém 1
ml nudc cat vo trung rdi dun soi trong 10 phut. Sau d6, ly tim & 12.000 x g trong 4 phiit,
lay dich ni va giir & -20°C dé phan tich DNA [6].

- Budc 3: Xac dinh céc ching H. pylori c6 cagA dwong tinh bang k¥ thuat PCR

+ Cap mdi dic hiéu gene cagd: cag2-F: GGAACCCTAGTCGGTAATG, CAGT-
R: GCTTTAGCTTCTGAYACYGC [7].

Thanh phan phan ing gdm 12,5 pl OneTaq 2X Master Mix (New England BioLabs,
UK), 10 pmol mdi moi, 100 ng DNA khudn mau va nudc cit cho dii 25 pl.

Diéu kién luan nhiét: Bién tinh ban ddu 95°C trong 5 phut; 35 chu ky: bién tinh 95°C
trong 1 phiit, gin moi: 52°C trong 1 phut, kéo dai mdi: 72°C trong 1 phiit; kéo dai cudi ciing:
72°C trong 7 phut. Thyc hién trén may Applied Biosystems 2720. Chung duong va chung
am lan lugt 1d DNA dugc tach chiét tir cac chung H. pylori ¢6 cagA dwong tinh va am tinh
da duoc xac dinh.

Doc két qua: San pham PCR thu dugc s& dugc kiém tra bang dién di trén gel agarose
1% c6 bo sung RedView, hiéu dién thé 80 V trong 1 gio, c6 kém thang chudn 100 bp. Xem
hinh anh dién di du6i dén cuc tim. Kich thudc san pham 1a 450 - 550 bp.

- Xir Iy s6 liéu: Dung phép kiém Chi binh phuong hodc Fisher’s exact test dé so sanh
cac ty 1&. Cac phép kiém c6 y nghia khi p < 0,05. Thyc hién phan tich hdi quy logistic da bién
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sau khi hi¢u chinh tudi va gi6i dé danh gia moi lién quan gitta gene cagA va bénh 1y da day - ta
trang. Phan tich thong ké bang phan mém R. Gia tri p < 0,05 dugc xem la c6 y nghia thong ké.

III. KET QUA NGHIEN CUU

3.1. Pac diém chung ciia mau nghién ciru

Bang 1. Dic diém chung ctia bénh nhan trong nghién ctru

Dic diém S6 bénh nhén (n) Ty 18 (%)
e Nit 88 50,9
Gi6i tinh Nam 85 49,1
. <40 81 46,8
Nhom tuoi > 40 92 53
Viém da day man 38 22,0
Bénh ly da day - ta trang Loét da day - ta trang 42 24,3
Tién ung thu da day 93 53,7
Tong 173 100

Nhén xét: Trong s6 cac bénh nhan thudc nhom nghién cru, nhém > 40 tudi chiém
53,2%; khong c6 su chénh I¢ch vé gidi tinh. Bénh 1y chiém ty I¢ cao nhat 1a cac ton thuong
tién ung thu da day (viém teo, di san rudt, hodc loan san), ké dén 1a loét da day - ta trang.

3.2. Ty I¢ mang gene cagA cua H. pylori & bénh nhin bénh ly da day - ta trang

- Ty 1€ mang gene cagA cua H. pylori
Bang 2. Ty 1€ mang gene cagA cua H. pylori

Gene cagA S luong (n) Ty 1€ (%)
Duong tinh 145 83,8
Am tinh 28 16,2
Tong 173 100

Nhén xet: Ty 1€ chung H. pylori mang gene cagA 1a 83,8%.
- Két qua PCR dac hi¢u gene cagA cua H. pylori

M 1

2 3 4 5 6 7 8

9 10 11 12 1314 15(+H) ()

Hinh 1. Hinh anh dién di san pham PCR dic hiéu gene cagd
(M: thang chuan 100 bp, (+): ching duong, (-): chimg am,
mau 1, 2,3,4, 6 - 15: cag4 (+), mau 5: cagA (-))
3.3. Méi lién quan giira gene cagA ciia H. pylori va bénh 1y da day t4 trang
Bang 3. Phan b gene cagA, tudi, gioi & cac nhém bénh 1y da day ta trang

o Bénh 1y da day ta trang, n (%)
Yéu to VDDM Loét DD-TT Tién ung thu P
(n=38) (n=42) (n=93)
Duong tinh | 27 (71,1) 40 (95,2) 78 (83,9)
Gene cagd =1 Ninh 11(28,9) 2 (4.8) 15 (16,1) 0,014

Hdi nghi Khoa hoc ky thuat Bénh vién Trudng Dai hoc Y Dwoc Can Tho nam 2023

16




TAP CHi Y DUQ'C HOC CAN THO - S0 67/2023

o Bénh ly da day ta trang, n (%)
Yéu to VDDM Loét DD-TT Tién ung thu p
(n = 38) (n=42) (n=93)
o Nir 23 (60,5) 13 (31,0) 52 (55.9)
Gidi tinh Nam 15 (39,5) 29 (69,0) 41 (44,1) 0,011
o <40 21 (55.3) 10 (23.8) 50 (53.8)
Nhom o >40 17 (44,7) 32 (76.2) 43 (46,2) 0,003

Nhan xét: Cé su khac biét c6 ¥ nghia thong ké vé ty 1¢ hién dién cua gene cagA theo
nhom bénh ly da day ta trang voi p < 0,05. Gene cagA4 (+) hién dién ¢ nhom lo¢t da day - ta
trang (95,2%) va ton thuong tién ung thu (83, 9%) cao hon so v6i nhém viém da day man
(71,1%). C6 sy khac biét c6 y nghia théng ké vé sy phan bd nhom tudi va gidi tinh theo
bénh 1y da day - ta trang véi p< 0,05.

+ Bénh nhén tir 40 tudi tré 1én c6 ty 1& cao hon trong nhom loét da day - ta trang
(76,2%) so v&i nhém viém da day man (44,7%).

+ Nam gidi co ty 1€ cao trong nhom loét da day - ta trang (69%) so v6i nhém viém
man (39,5%).

Bang 4. Mbi lién quan giita gene cagA cta H. pylori va bénh 1y da day - ta trang

. . Loét da day t4 trang Tién ung thu da day
Yeuto aOR (95%CI) D aOR (95% CI) D
Gene cagA cagd (+) | 5,49 (1,06-28,37) 0,042 2,13 (0,87 — 5,23) 0,099
cagA (-) 1 1
Gisi tinh Nam 2,49 (0,91 — 6,78) 0,075 1,19 (0,55 — 2,59) 0,666
Nir 1 1
Nhém tudi 38 3 (1,081— 8,35) 0,036 1,13 (0,512 —2,45) 0,753

Chii thich: Nhém so sanh la nhém viém da day man. aOR (adjusted Odds Ratio): ty sudt chénh hiéu
chinh, 95%CI (confidence interval): khodang tin cdy 95%.

Nhan xét: Phéan tich hoi quy logistic da bién cho thay cac chung H. pylori c6 cagA
(+) c6 nguy co gay loét da day - ta trang gap 5,49 lan so véi cac chung H. pylori cé cagA
(-) (p <0,05). Chua ghi nhan moi lién quan gitra s hién gene cagA va nguy co ton thuong
tién ung thu (p > 0,05).
IV. BAN LUAN

4.1. Pic diém chung ciia miu nghién ciu

Nghién cau cua ching t6i trén 173 bénh nhan bénh ly da day - ta trang ghi nhan ty 1¢
nit/nam la 1,04/1, tudi trung binh cua nhém mau nghién cau la 42,6 + 15,1, nhom tudi > 40
chiém ti 1é 53,2%. Tuoi trung binh ctaa bénh nhén trong nghién ctru caa ching thap hon so
véi nghién ciu cia tac gia Nguyén Thi Mai Ngén (2021) ghi nhan la 47,7+17,2 [8]. Nghién

cuu cua Chomvarin cling ghi nhan ty 1€ ni/nam la 1,03/1, nhém tudi > 40 ciing chiém da sb
[9]. Nhidm H. pylori rit phé bién trong dan s, nén su phan b khéng khac biét rd theo gidi.

4.2. Ty 1¢ mang gene cagA ciia H. pylori nhiém & bénh nhan bénh ly da day - t4 trang
Nghién ciru cua ching t61 ghi nhéan ty 1& chung H. pylori mang gene cagd (+) la
83,8%. So véi nghién ctru khac & qudc gia chau A, két qua nghién ctru cua chung t61 twong

tur vo1 nghién ctru cua tac gia Tserentogtokh (2019) tai Mong C6 (83%) [10]. Tuy nhién, két
qua cua chung to1 thap hon so v6i nghién ctru cta tdc gia Chomvarin (2008) tai Thai Lan
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(98,2%) [9]. Vi cac nghién ctru ¢ cac qudc gia thude chau luc khac, két qua cia ching toi
vé ty 18 gene cagA (+) cao hon so voi nghién ciru ciia Idowu (2019) tai Nam Phi (62%) [11].
Chung t6i nhan thay ty 18 gene cagA (+) trong nghién ctru cta chiing t6i kha tuong dong voi
céc qudc gia chau A khac déu bao cao vai ty 1¢ kha cao >80%, trong khi cac nghién ctru tur
cac chau lyc khac phan 16n bao cdo ty 1¢ ching H. pylori mang gene cagA (+) thap hon.
Diéu nay ciing phu hop véi cac dic diém doc luc cao cia cac chung H. pylori chiu A da
dugc bao cdo trong cac nghién ctru trén thé gioi.

So v6i mot sd nghién ciru trong nude, két qua nghién clru ctia chung t61 tuong ty tac
gia Phan Trung Nam (2017) ghi nhan 1a 84% [7], Nguyén Thi Mai Ngan (2021) ghi nhan la
80% [8]. Tuy nhién, két qua nghién ctru ciia ching toi cao hon so v&i nghién ciru cia tac
gia Ha Thi Minh Thi ghi nhén ty 1& nay 1a 71,4% [2]. Két qua nghién ctru cua ching toi thap
hon so v6i nghién ctru cta tac gia Pham Hong Khanh (2021) ghi nhan ty 1& gene cagd 1a
98,6% [12]. Su khac biét vé ty 16 mang gene cagd cua cic ching H. pylori giita cic ving
trong nude cho thiy su da dang di truyén cua vi khuan H. pylori.

4.3. Méi lién quan giira gene cagA ciia H. pylori va bénh ly da day ta trang

Nghién ciru ciia chiing t6i ghi nhan c6 su khac biét c6 y nghia thong ké vé ty 1& H.
pylori c6 mang gene cagA & bénh nhan loct da day - ta trang (95,2%) va ¢ bénh nhan viém
da day man (71,1%). Phén tich hoi quy logistic da bién cho thiy cac ching H. pylori cb
cagA duong tinh c6 lién quan c6 ¥ nghia thong ké véi tang nguy co loct da day - ta trang

Két qua nghién ctru clia ching t6i twong dong V61 mot s6 nghién ctru trén thé gidi.
Sahara (2012) nghlen ctru tong hop két qua tir mot sb quoc gia Bong Nam A ghi nhan gene
cagA lién quan véi ting nguy co loét da day - ta trang gap 2,83 lan (95%CI: 1,50-5,34, p =
0,001) [5]. Tuy nhién, két qua mot ) nghién ctru thyc hién tai cac nude chau A nhu nghién
ctru ciia Chomvarin (2008) tai Thai Lan khong ghi nhan mdi lién quan giira gene cagd (+)
va loét da day — ta trang [9].

Két qua nghién ctru cua chung toi vé mdi lién quan gitta gene cagd va loét da day -
ta trang khac so v&i két qua ciia tac gia Nguyén Thi Mai Ngan (2021) khong ghi nhan mbi
lién quan giira gene cagd (+) va loét da day - ta trang nhu [8]. Chung t6i cho rang su khac
biét 1a do nhém so séanh viém da day man trong nghién clru cia chung t6i la nhom viém da
day man khong teo, khong di san rudt hodc loan san, con nhom so sanh cia tac gia Nguyén
Thi Mai Ngan la nhom viém da day duoc chan doan qua noi soi.

Ket qué nghién ctru cia chung t6i khdng ghi nhan mai lién quan gitra gene cagA va t6n
thuong tién ung thu da day nhur viém teo, di san rut, loan san. C4c ton thuong nay duoc béo
c4o ¢6 lién quan dén ting nguy co tién trién ung thu da day do nhiém H. pylori [13]. Két qua
ctia chung toi kha tuong dong véi két qua cia Tran Viét Hung (2021) ciing khong ghi nhan
méi lién quan cua gene cagA (+) va viém da day man teo [4]. Bén canh do, nghién ctu cia
Farzi (2018) tai Iran khdng ghi nhan méi lién quan gitra gene cagA va nguy co di san rugt [14].

Nhin chung, mdi lién quan giita gene cagAd va cac bénh Iy da day - t4 trang da duoc
nhiéu nghién ctru chimg minh, tuy nhién két qua van con chua thong nhat. Vi vay, két qua
nghién ctru cta chung toi bude dau co thé dong goép vao su hiéu biét vé gene ndy cia cac
ching H. pylori tai Viét Nam trong mdi lién quan véi bénh 1y da day - ta trang.

V.KET LUAN

Qua nghién ctru gene cagA trén cac chung Helicobacter pylori phan 1ap tir 173 bénh
nhan bénh ly da day - ta trang, ching t61 ghi nhan ty 1€ cac chung H. pylori mang gene cagA
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cao (83,8%). Cac chung H. pylori c6 mang gene cagA lién quan vdi tang nguy co loét da
day - ta trang.
LOI CAM ON

Téc gia Thai Thi Hong Nhung duoc tai trg béi Chuong trinh hoc bong dao tao thac

si, tién si trong nuéc cia Quy DO6i moi sang tao Vingroup (VINIF), mid sb

VINIF.2022.TS090.
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