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TOM TAT

Dt vin dé: Helicobacter pylori (H. pylori) la nguyén nhdn chinh gdy bénh viém loét da
day - td trang, co ché bénh sinh ciia bénh chii yéu lién quan dén sw bién déi gen doc lyc gitka cdc
chung, ddac biét la ¢ cdac gene cytotoxin — associated A (cagA) va vacuolating cytotoxin A (vacA).
Muc tiéu nghién civu: Xac dinh ti I¢ hién dién cdac gen doc luc cagA, vacA ¢ bénh nhdn viém loét
da day - ta trang do H. pylori tai Bénh vién Da khoa Trung Uong Can Tho va khdo sat méi lién
quan giita hién dién cac gen djc luc cagd, vacA voi cac logi bénh Iy viém loét da day - ta trang.
Déi tuwgng va phwong phdp nghién ciru: Nghién ciru mo ta cat ngang dwoc thyc hién trén 49 bénh
nhén dén kham tai Bénh vién Pa khoa Trung Uong Can Tho ¢é két qua dicong tinh véi H. pylori
bang phwong phdp CLO test va cdc gen cagA, vacA dwoe xdc dinh bang phiong phdp real-time
PCR. Két qua: O cdc bénh nhan viém loét da day - ta trang do H. pylori, ti ¢ dwrong tinh voi cagA
la 71,4%, ti ¢ duong tinh voi vacA la 98%. Két lugn: Ti 1é cagA(+), vacA(t) cao. Khong tim thay
méi lién quan giita bénh 1y viém loét da day - té trang véi sw phdn bo ciia cagA, vacA

Tir khoa: Helicobacter pylori, cagA, vacA, bénh viém loét da day - ta trang.

ABSTRACT

SURVEY OF CAGA AND VACA TOXINS IN PATIENTS WITH
HELICOBACTER PYLORI — ASSOCIATED GASTRITIS AND PEPTIC
ULCER DISEASE AT CAN THO CENTRAL GENERAL HOSPITAL

Hoang Thanh Vinh', Huynh Thi Thao Tram’, Tran Ngoc Nguyen',
Le Thi Yen Nhi', Huynh Nhat Hao', Dinh Thi Huong Truc%’,
Tran Thi Thu', Tran Thi Nhu Le'?
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2. Can Tho University of Medicine and Pharmacy Hospital

Background: Helicobacter pylori (H. pylori) is the main cause of gastroduodenal
inflammatory and ulcerative disease, and its pathogenesis is primarily associated with variations in
virulence genes among different strains, particularly the cytotoxin-associated gene A (cagA) and the
vacuolating cytotoxin A gene (vacA). Objective: To determine the prevalence of the cagA and vacA
virulence genes in patients with H. pylori-induced gastroduodenal inflammatory and ulcerative
disease at Can Tho Central General Hospital and to investigate the association between the presence
these virulence genes and peptic ulcer disease. Material and methods: A cross-sectional descriptive
study was conducted on 49 patients presenting to Can Tho Central General Hospital who tested
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positive for H. pylori using the CLO test. The presence of cagA and vacA genes was determined by
real-time PCR. Results: Among patients with H. pylori-associated gastroduodenal inflammatory and
ulcerative disease, the positivity rate for cagA was 71.4%, while the positivity rate for vacA was 98%.
Conclusion: The prevalence of cagA(+) and vacA(+) strains was high. No significant association was
found between peptic ulcer disease and the distribution of cagA and vacA genes.

Keywords: Helicobacter pylori, cagA, vacA, gastritis and peptic ulcer disease.

I. PAT VAN PE

Helicobacter pylori (H. pylori) — mot loai xodn khuan gram 4m, hinh xodn 6c, phan
b6 & 16p nhay niém mac da day ctia ngudi. Nho kha ning ton tai trong moi truong acid, vi
khuéan nay c6 kha ning gdy cac bénh nhu viém da day mén tinh, loét da day - ta trang, u
lympho mé lympho lién quan dén niém mac da day (MALT) va ung thu da day [1]. Ti 1
nhiém H. pylori tai Viét Nam dugc ghi nhan ¢ muac cao (khoang 74,6%), theo mot nghién
ctru trén 1.000 ddi tuong tai cd khu vuc thanh thi va nong thon [2].

Viém loét da day - ta trang 12 mot bénh 1y tiéu hoa phd bién, c6 xu hudng tai phat
va 6 thé gay ra nhiéu bién chimg nguy hiém. H. pylori 1 nguyén nhan chinh giy bénh, co
ché bénh sinh ciia bénh 1y viém loét da day - ta trang do cac gen doc luc nhu cytotoxin —
associated gene A (cagd) va vacuolating cytotoxm A (vacA) gay ra. Piéu nay di dugc ching
minh trong nhiéu dé tai nghién ctru vé viée lam tén thuong niém mac da day thong qua céc
co ché viém, pha huy céu trac té bao va thay doi moi trudng ndi mé [3].

Tai khu vuc Dong bang séng Ciru Long, dédc biét la Bénh vién Da khoa Trung Uong
Can Tho, tinh trang nhiém H. pylori kha pho blen 0 cac bénh nhan viém lo¢t da day - ta
trang. Tuy nhién, cac nghlen ctru trong nude vé mdi lién quan giita cac yéu t doc luc cagd,
vacA va ton thuong noi soi con kha han ché.

Do d6, ching t6i thyc hi¢n dé tai “Khao sat doc tb cagA, vacA & cac bénh nhan viém
loét da day - ta trang do Helicobacter pylori tai Bénh vién Da khoa Trung Uong Can Tho”
v6i hai muc tiéu cu thé: 1) Xéc dinh ti 18 hién dién cac gen doc luc cagA, vacA & bénh nhan
viém loét da day - ta trang do H. pylori tai Bénh vién Pa khoa Trung Uong Can Tho; 2)
Khéo sat mdi lién quan gitra hién di¢n céc gen doc luc cagA, vacA véi loai bénh 1y viém
loét da day ta trang.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru

49 bénh nhan dén kham noi soi tai Bénh vién Da khoa Trung Uong Can Tho vi cac
dau hi¢u day bung, kho tiéu, dau bung thuong vi, ¢ hoi, ¢ chua, budn nén,... két qua noi soi
c6 ton thuong niém mac da day - ta trang va dugc chan doan nhiém H. pylori tir thang
11/2023 dén thang 11/2024.

- Tiéu chuén chon miu:

+ Bénh nhan dugc chan doan viém, loét da day - ta trang trén noi soi khi dén kham
tai Bénh Vién Pa khoa Trung wong Can Tho.

+ C6 két qua duong tinh véi vi khuan H. pylori bang CLO test trén mau sinh thiét
niém mac da day qua ndi soi.

- Tiéu chuén loai trir:

+ Bénh nhan c6 chéng chi dinh ndi soi thyc quan - da day - t4 trang.

+ Bénh nhan dén tai kham.
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2.2. Phwong phap nghién ciru
- Thiét ké nghién ciru
Nghién ciru mé ta cit ngang.
- C& miu va phwong phap chon miu
X A . 1-
Chon mau theo cong thirc: n = Z(Zl_a/z)x %Zp)

Trong d6: n: ¢& miu; z: hé sb tin cdy voi a=0,05 — Z=1,96; d (sai s6 cho phép) =
0,05; p: vacA duong tinh chiém 98,3%, p=0, 983 [4]. Ap dung cong thue, tinh dugc ¢d mau
t6i thiéu la 41 bénh nhan. Du phong 10% mat mau, ¢& mau duoc diéu chinh 13 46 bénh
nhan. Thuc té, nghién ctru tién hanh trén 49 bénh nhan.

- N§i dung nghién ciru

Pic diém chung ciia miu nghién ciru:

+ Pic diém chung: gdm tudi (tinh theo nam), gi6i tinh (nam/nit) va nghé nghiép
(nhan vién van phong/ban hang; cong nhan vién; néng dan; hoc sinh, sinh vién; khac).

+ Pic diém 1am sang: cac triéu chimg co ning (dau thuong vi, nong rat, day hoi kho
tiéu, budn ndn, non, ¢ hoi, ¢ chua).

+ Pic diém can 1am sang: CLO test.

Cic buérc tién hanh:

Thu thap dir liéu dya trén phiéu thu thap sé liéu xay dung sin vé dic diém dan s6 -
xa hoi hoc nhu: tudi, gidi, nghé nghiép, 1am sang, can 1am sang, gen cagd, vacA phat hién
bang real-time PCR trén may CFX96 Touch Real-Time PCR Detection System & phong
sinh hoc phéan tir cua truong Pai hoc Y Dugce Can Tho.

+ Budc 1: Thu thap mau mo sinh thiét da day dugc léy tai Bénh vién Pa khoa Trung
Uong Can Tho theo dang tiéu chuén lya chon. Mau dugc bao quan va van chuyén O nhiét
d6 2-4°C vé phong thi nghiém.

+ Bude 2: Tach chiét DNA bang bd AccuRive SDNA PrepKit cua Cong ty TNHH
Cong Nghé Sinh Hoc Khoa Thuong (KT-Biotech)

+ Budce 3: Thuce hién k§ thuat real-time PCR bang bd AccuPid H. pylori Genotyping
Kit cia Cong ty TNHH Cong Ngh¢ Sinh Hoc Khoa Thuong (KT-Biotech)

+ Budc 4: Poc két qua: Sy hién dién cua gen cagA, vacA duoc phat hién voi ngudng
1a 10-20 copies/ phan Ung.

- Phuwong phap phan tich va xir ly s0 liéu

Dir liéu duoc kiém tra, ma hoa va nhap liéu bang phan mém SPSS 20.0. Phén tich
thuc hién trén SPSS 20.0, mo ta cac bién bang tan s va ti 1. Két qua real-time PCR duoc
xir Iy bang phan mém CFX Maestro. Mdi lién quan giita cac bién duoc kiém dinh bang phép
Chi-square, v6i ngudng ¥ nghia thong ké p < 0,05.

- Pao dirc nghién ciru: Nghién ctru da dugc chép thuén cua Ho1 déng dao duc trong
nghién ctru y sinh hoc Truong Pai hoc Y Dugc Can Tho, sb 23.147.SV/PCT-HDPDD ngay
25/12/2023.

III. KET QUA NGHIEN CUU
3.1. Pic diém chung ciia miu nghién ciru
Nghién ctru cua chung t6i dugc tién hanh trén 49 bénh nhan, do tudi trung binh la

50,49 = 16,1 tudi, trong d6 bénh nhén nit chiém ti 18 wu thé véi 55,2% (ti 1& nit/nam= 1,22).
SO bénh nhan dén tir tinh Hau Giang chiém ti 1€ cao nhat véi 31%, tiép sau 1a Can Tho véi
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18%. Trong cac nghé nghiép dugc dwa vao nghién ctru thi nong dan va NVVP{bén hang
chiém cao nhat véi ti 1€ 1an luogt 26,5% va 22,4%. Tinh trang viém dq day chiém 83,7%
bénh nhan; bénh nhan loét da day va ta trang, viém két hop loét déu chiém 8,2%.

O chua EEEEE——— 04 5%
Ohoi S 26 5%
Non 61 e 10,2%
Budnnén me——— 40,3%
Déy hoi, khé ticu I 5 1,0%
Nong rat thugng vi I 8. 6%

Pau byung thuong vi |1 7 | 4%,
0 10 20 30 40 50 60 70 80
Biéu d6 1: Pic diém 1am sang ctia bénh nhan viém loét da day - ta trang.
o Nhér} xét: Bénh nhan c6 triéu ch}i’ng dau bung thugng \{j thuong gip nhat voi 71,4%,
tiép dén 1a day hoi, kho ti€u véi 51%, budn non 40,8%. Thap nhat 1a tri¢u chiing noén 61 10,2%.

3.2. Til¢ hién dién cac gen doc luc cagA, vacA & cac bénh nhan viém loét da day - ta
trang do H. pylori.

Am tinh = Duong tinh 35.0% 33.3% 31.3%
0/ . ’
2A), n=1 30’0%
25,0%
20,0% 14,6% 14.6%
15,0%
\ / 10,0% oS
5,0%
I 0,0%
98%; n=48 sl slml slm2 s2m2  slmlm2
a) Ti 1¢ gen vacA cua H.pylori b) Phéan bo cac kiéu vacA cua H.pylori

» Duong tinh - Am tinh
28,6%;
n=35

71,4%;

\ ’ n=14

c) Ti 1€ gen cagA cua H. pylori

Biéu dd 2. Ti 1€ hi¢én di¢én cac gen ddc luc cagA, vacA & cac bénh nhan viém loét da day -
ta trang do H. pylori
Nhan xét: O cac bénh nhan viém loét da day - ta trang do H. pylori, ti 1& duong tinh
v6i cagA 1 71,4%, ti 1& duong tinh voi vacA 14 98%. Kiéu gen vacA sl chiém ti 16 14,6%;
vacA slml, vacA slm2, vacA s2m2 va vacA slmlm?2 chiém ti 1€ twong ung 1a: 33,3%,
31,3%, 14,6% va 6,3%.
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Bang 1. Mdi lién quan giita hién dién cac gen doc luc cagd, vacA va loai bénh 1y viém loét
da day - ta trang do H. pylori

Genotype cagA p vacA p
Bénh ly Co Khong Co Khong
n(%) n(%) n(%) n(%)
Viém da day Co 28(68,3) | 13(3L,7) | 0,41* | 40(97,6) 1(24) 1,00*
Khong 7(87,5) 1(12,5) 8(100) 0(0)
Viém két hop Co 3(75) 1(25) 1,00* 4(100) 0(0) 1,00*
loét Khong | 32(71,1) | 13(28,9) 44(97,8) 1(2,2)
Loét da day Co 4(100) 0(0) 0,31* 4(100) 0(0) 1,00*
Khong | 31(68,9) | 14(3L1) 44(97,8) 1(2,2)

*kiém dinh fisher

Nhan xét: O bénh nhan mic viém da day thi cagd, vacA chiém ti 1& 14 68,3%, 97,6%;
& bénh nhan viém két hop loét da day - ta trang thi hién dién cta cagd voi 75% va vacA véi
100%; con ¢ nhém bénh nhan loét da day déu c6 mit clia cag4 va vacA. Mbi lién quan giira
cac bénh 1y va gen doc luc cagd, vacA chua cé ¥ nghia thong ké (p > 0,05).
IV. BAN LUAN

4.1. Pic diém chung ciia miu nghién ciru

Trong 49 bénh nhan tham gia nghién ctru, cta ching toi nhan thay ti 1¢ nhiém H.
pylori & bénh nhan nit cao hon kha nhidu so v6i bénh nhan nam va phat hién nay phu hop
vGi nghién ctru cua tac gia Bach Thai Duwong véi ti 1é bénh nhan nit va nam lan luot 1a 54,3%
va 45,7% [5]. Su khac biét nay cho thdy co6 thé ton tai sy khac biét vé 16i séng hodc yéu t6
mdi truong khac nhau gitra hai gioi anh huong dén kha nang nhiém H. pylori vi du Zhang
L va cong sy nhan thay rang nhing nguoi khong uong ruou cé ti 1& nhiém H. pylori thap
hon dang ké so véi nhiing nguol udng rugu voi ti 1¢ lan Iuot 1a 11,4% va 32.7% [6], c6 thé
gian tiép kich thich sy phat trién cua H. pylori trong da day néu ngudi dé bi nhidm bénh,
nén chua c6 sy théng nhit that sy vé ti 1¢ mac bénh phu thudc vao gidi tinh. Trong s 49
bénh nhéan tham gia nghién ctru, triéu ching duge mo ta nhiéu nhit 1a dau bung thuong vi
v6i 71,4%, theo sau do6 1a diy hoi, kho tidu voi 51%, tridu chimg xuat hién véi ti 1& thap
nhét 1a non 6i (10,2%). Céc triéu chimg nay thudng khién bénh nhan phién mudn va tim dén
bac si, dy ciing 1a cac ddc diém 1am sang chinh ma mot s6 tac gia khac ciing d& cap dén
trong nghien ctru ctia minh. Theo két qua nghién ctru tir Bénh vién Y hoc c6 truyén Ha Dong
cua tac gia Pham My Linh va cong sy [7], 100% bénh nhén c6 biéu hién dau ving thuong
vi, ¢ hoi va day bung cham tiéu xép sau d6 vai ti 1¢ lan luot 1a 86,7%; 77,3%. Nghién ctru
cua tac gia Bach Thai Duong va cong su (2023) tai Bénh vién truong Pai hoc Y Duoc Can
Tho [5], bénh nhan dén kham va diéu tri do nhimg triéu ching 1am sang dién hinh sau: dau
bung thuong vi 70,7%; nong rat thuong vi 50,0%; day hoi, kho tiéu 65,5%; budn non 56,0%;
n6n 0i 32,8%; ¢ hoi 56,9%; ¢ chua 50,9%; chan an 95,7% va sut can 34,5%. Tuy nhién, vao
nhitng nam vé trudc & mot sd nude phat trién nhu My, ti 1& bénh nhan nhiém H. pylori co
tri¢u ching lam sang dién hinh lai thap hon. Nhiém tring H. pylori kéo dai trong nhiéu nam,
tham chi 1a sudt doi dan dén viéc bénh nhan viém da day mén tinh, duoc ghi nhan la khong
c6 triu chung 13 rang. Diédu nay duoc 1y giai boi su khac biét trong chung vi khuan, yéu t&
di truyén, ché do an udng va méi trudng song.
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4.2. Ti 1€ hi¢n dién cac gen dc luc cagA, vacA & cac bénh nhan viém loét da day - ta
trang do H. pylori

Céc dic diém sinh hoc va yéu t6 gay bénh cua H. pylori bién thién theo tung vung
dia 1y, cho thiy day 1a mot loai vi khuéan khong ddng nhét va c6 tinh da dang dang ké. Tilé
cac biéu hi¢n 1am sang vé cac bénh 1y da day khac nhau c6 thé dugc giai thich, chu yéu la
do su xut hién cta cac tac nhan doc luc khac nhau cua H. pylori, nhu cagd, vacA va mot
sO yéu t6 doc luc khac. Mot sé nghién ciru trude day da tap trung vao sy da dang cua cac
kleu gen doc luc H. pylori vacA va cagA. Tuy nhién, c6 rat it théng tin ¢ sdn lién quan dén
tan suét cla cac kiéu gen H. pylori vacA va cagA & cac bénh nhan dén kham tai Bénh vién
Pa khoa Trung Uong Can Tho Trong 49 bénh nhan viém loét da day - ta trang do H. pylori
tham gia nghién ctru ¢6 doc t6 cagA(+) chiém 71,4%, cagA(-) chiém 28,6%, cho thdy day
1a mot trong nhing yéu t6 doc luc phd bién va co lién quan chat che dén mirc d6 nghiém
trong ctia bénh. Két qua nay cing twong duong v6i mét s6 nghién ciru trong nude trude day
nhu cua tac gia Nguyen Thi Mai Ngén (2022) [8], co ti I¢ 80%.

Doc t6 té bao gy khong bao A (vacA) la mot protein da phan tir cao c6 trong tat ca
cac chung H. pylori. Day 1a mot doc t6 da chtrc nang tiét ra gay ra hién tuong tao khong bao
o te bao, gay rbi loan van chuyén noi lysosome, thuc day qua trinh apoptosis va diéu hoa
mién dich, gen vacA thé hién muc d6 da dang cao vi nd bao gém ba viing da hinh chinh;
vung tin hiéu (s), ving gitra (m) va vung trung gian (i). Su két hop cua cac bién thé alen chu
yéu & ving s (s1 va s2) va ving m (m1 va m2) cia gen vac4, chii yéu chiu trach nhiém vé
mirc d6 nghiém trong cuia cac tac dong tao khong bao cua nhiéu chung H. pylori. Theo
nghién ctru cia chung t6i cho thiy: ti 18 vac4 duong tinh 48/49 (98%), trong d6 vacA s,
vacA slml, vacA s1m2, vacA s2m2 va vacA slmlm?2 chiém ti 1€ tuong ung 1a: 14,6%,
33,3%, 31,3%, 14,6% va 6,3%.

Nhin chung, nghién ctru ctia chiing t6i cho thy ti 1& Iuu hanh cao cta kiéu gen vacA
(98%) chu yéu 1a cac tuyp slml va sIm2 khién benh nhan o kha nang d& méc cac bénh lién
quan dén H. pylori hon. C6 thé c6 su khac biét vé nguon gbc dia 1y dan dén su khac biét giira
két qua cuia nghién ctru nay va két qua ¢ Iraq. Két qua ciia chung t6i khac voi nghién ciru &
Iraq [9], s2m21a phd bién nhat, véi ti 18 29/55 (52,7%) la phd bién nhét, tiép theo
1a sIm1 20/55 (36,4%), sIm2 5/55 (9,1%) va kiéu gen s2m1 chi dugc tim thiy & mét chung.

4.3. Moi lién quan giira hién dién cic gen ddc lwe cagA, vacA va cac loai bénh 1y
viém loét da day - ta trang do H. pylori

Nghién ctru cta chiing t6i cho théy ti 1¢ duong tinh véi cag4 ¢ bénh nhan mic viém
da day chiém ti 1& 68,3%, véi loét da day chiém 100%, viém két hop véi loét chiém 75%,
twong dong véi cac nghién ciru khac. Nghién ctru cua tac gia Nguyén Thi Mai Ngén [8],
cho két qua ti 1€ duong tinh cagA rat cao, 1én dén 90% & bénh ung thu da day, loét da day -
ta trang 13 85,7% va viém da day 1a 74,6%. Nghién ciru ctia chiing toi khac két qua véi tac
gia Thai Thi Hong Nhung [10], cho két qua duong tinh v6i cagd & bénh nhan loét da day -
ta trang chiém ti 1& 95% va viém da day man chiém 71,1%. Méi lién quan gitra cagA va cac
bénh 1y di duoc nhiéu nghién cru chimg minh tuy nhién két qua van chua dugc thong nhit.

Chung toi ghi nhan c¢6 48 mau bénh c6 dwong tinh voi vacd - chiém ti 18 98% va 1
mau bénh am tinh. Dbi véi 48 maiu duong tinh, dang bénh viém da day chiém ti 18 97,6%,
ké tiép 1a 2 dang bénh loét da day va viém két hop loét ddong ti 1& 100%. Hién tai chung toi
chua ghi nhan dugce méi lién quan tryc tiép cua vacd 1én cac bénh 1y. Didu nay do nghién
ctru cua chung t6i con han ché vé ¢& mau nho va chi xét su hién dién (+ hoic -) cia cagA,
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vacA nén kho thay su khac biét. Theo nhiéu nghién ctru chi ra rang doc t6 cia vacA con phu
thudc vao cac kiéu gene viing smi, tic gia Nguyén Thi Mai Ngén va cong sy chira rang cac
t6 hop gene cu thé nhu cagA(+)/vacA slmlil co ti 1& cao nhit & nhoém bénh loét da day - ta
trang [8]. Do d6, két qua cua ching t6i c6 thé dong gop thém vao su hiéu biét vé doc td nay.

V.KET LUAN

Qua nghién ctru 49 bénh nhan dén kham noi soi tai Bénh vién Pa khoa Trung
Uong Can Tho, chung toi ghi nhan ti 1& cagA(+), vacA(+) cao vé6i lan luot 13 71,4% va
98%. Khong tim thay mdi lién quan giita bénh 1y viém loét da day - ta trang v6i sy phan
bd cua cagd, vacA.

LOI CAM ON
Nhom nghién ctru xin chan thanh cam on Truong Pai hoc Y Duoc Can Tho da hd

trg kinh phi thuc hién dé tai theo Quyét dinh giao thuc hién s6 4630/QD-DHYDCT ngay
29 thang 12 nam 2023 cua Truong Pai hoc Y Dugc Can Tho.
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