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Loi Cam On

Trong qua trinh hoc tap, nghién ctru va hoan thanh luan an nay:
T6i xin gtii 10i cAm on chan thanh dén Ban Giam Hiéu, KhoaY, B0 Mon Noi, Truong
Dai hoc Y Duoc Can Tho da tao diéu kién cho téi duwoc di hoc Nghién ctu sinh tai
ruong Pai hoc Y - Duoc, Pai hoc Hué€.
T6i xin chan thanh géi 10i cam on dén Ban Giam d6c Dai Hoc Hué; Ban Dao tao
va Cong tac sinh vién Dai Hoc Hu€; Ban Giam Hiéu Truwong Pai hoc Y - Dwoc, Dai hoc
Hué; Phong Dao tao Sau Pai hoc Truwong Pai hoc Y - Duoc, Dai hoc Hué; Ban chu
nhiém va Quy Thay C6 B6 Mon Noi thudc Truwong Pai hoc Y - Duwgc Hué da nhiét tinh
truyén dat, cung cap nhitng kién thirc quy bau va tao diéu kién thuan loi cho t6i hoc
tap, nghién ctru.

T6i chan thanh cam on quy lanh dao va can b9, nhan vién cta Trung Tam Noi
Soi, Ni Soi Can Thiép - Bénh Vién Truong Pai Hoc Y Dugc Can Tho, B Mon Vi Sinh
va B6 Moén Giai Phau Bénh - Phap Y thudc Treong Pai Hoc Y Duge Can Tho, BO Mon
Di Truyén Y Hoc - Truong Pai Hoc Y - Dwoc, Bai Hoc Hué da hd tro toi trong qua
trinh thu thap s6 liéu va thuc hién mau xét nghiém. T6i cling xin gti 10i cdAm on chan
thanh dén quy bénh nhan da dong y tham gia nghién ctu va cung cdp nhitng thong
tin trung thuc, chinh xac vé bénh ly cua minh, gitp toi thu thap day du céc so liéu
nghién ctru.

Toi xin chan thanh goi 16i cam on va tri an sau sac dén C6 PGS.TS Ha Thi Minh
Thi da danh nhiéu thoi gian, cong stic va da nhiét tinh tryuc tiép huwdéng dan cling nhuw
dong vién, tao diéu kién hd tro, giup do moi mdt cho to6i trong qud trinh hoc tap,
nghién cttu va hoan thanh luan an.

T6i ludn tran trong biét on, cam on gia dinh, ban be va dong nghiép trong su@
thoi gian qua da ludn chia s¢, hd tro va tao moi diéu kién thuan loi cho toi dé toi hoc
tap va nghién ctru.

Véi tat ca tam long t6i xin chan thanh cam on.

& Hué, thang 6/2024
v= NCS. ThaiThi Hong Nk
il A
?g .—.-I‘.-




LOI CAM DPOAN

T6i xin cam doan day 1a coéng trinh nghién ctru cla riéng toi. Cac so liéu,
két qua trong ludn an 1a trung thuc va chua timg dugc cong bd trong bat ky
cong trinh nao khéc.

Nghién clru sinh

o

Thai Thi Hong Nhung
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PAT VAN PE

1. TINH CAP THIET CUA DE TAI

Vi khuan Helicobacter pylori (H. pylori) dugc phat hién boi Marshall
nam 1983, 1a tac nhan chinh gay viém da day man, loét da day té trang, ung thu
da day [23], [81]. Co ché bénh sinh bénh da day ta trang do nhiém H. pylori
dugc xem 1a ¢6 su tac dong phdi hop cua yéu té vi khuan, yéu t6 vat chi va cac
yéu té moi trudng [68]. Mic du ty 1& nhidm H. pylori kha cao (48,5%) [62],
trén thuc té, chi 10-20% bénh nhan nhiém H. pylori tién trién loét da day ta
trang va 1-2% tién trién ung thu da day [76]. Piéu nay c6 thé duoc 1y giai 1a do
su khac biét vé dic diém doc luc cia céc chung H. pylori. Pdc luc cua cac
ching H. pylori thudng duoc xac dinh théng qua sy hién dién yéu té doc luc
kinh dién ctia H. pylori 13 protein CagA, duoc ma hoa boi gene cagd. Tuy
nhién, vi ty 1é cac ching H. pylori mang gene cagA (+) dugc ghi nhan rét cao
& ving Pong A (>90%) [115], tai Viét Nam (> 80%) [14], [96], nén kho xéc
dinh vai trd cua gene cagd trong sy phat trién bénh 1y da day ta trang & cac
qudc gia nay. Bén canh do, dé co thé gy ton thuong té bao, CagA can duoc
chuyén vi vao té bao biéu mo da day thong qua hé thong tiét loai IV (T4SS)
(T4SS: Type IV secretion system), voi sy thic day boi cac protein mang ngoai
[82], [92]. Thé nén, bén canh viéc xac dinh gene cagA, gﬁn day, mot sb nghién
clru dé cap dén vai tro cta cac gene cag ma hoa protein thudc T4SS va cac gene
ma hoa cac protein mang ngoai lién quan tinh két dinh cta H. pylori [46], [53],
[69], [72].

Dao sinh bénh cagPAI 1a cum gene c6 kich thudce 40 kb chira 32 gene
bao gébm gene cagd va cac gene cag ma hoa hé thong tiét loai IV [92]. Gene
cagA nam & doan cudi dau 3’ ciia cagPAI mi hoa protein CagA [67]. Gene

cagE mi héa protein CagE thudc hé thdng tiét loai IV, giup chuyén vi CagA



vao té bao biéu mé da day vat cha [110].

Gene babA2 ma hoa protein BabA, 1a protein mang ngoai dong vai tro 1a
chét két dinh dugc phat hién dau tién cua H. pylori [131]. Gene oipA mi hoa
protein OipA, 13 protein mang ngoai lién quan tinh két dinh cua H. pylori [136].
Trang thai "bat/tit” cua gene oipA tuy thudc vao sbé lan lip lai cua céc
dinucleotide CT & ving 5’ cta gene, dugc diéu chinh béi co ché bat cip sai do
hién tuong trugt ciia mach (SSM: slipped strand mispairing) [136].

Yéu t6 doc luc cua H. pylori ddng vai trd quan trong trong co ché bénh
sinh bénh da day ta trang [68]. Tuy nhién, mdi lién quan gitta cac gene doc luc
cta H. pylori va bénh da day ta trang van con chua thong nhat [115]. Gene
cagA ma hoa doc t6 kinh dién CagA cua vi khuan H. pylori, dd dugc nhiéu
nghién ctru chirng minh ¢6 li€én quan vdi tdng nguy co loét da day ta trang va
ung thu da day [67], [124]. Tuy nhién, mot sé nghién ctru tai cac qudc gia chau
A khong ghi nhan méi lién quan giita gene cagd va bénh 1y da day ta trang
[15], [42]. Gene babA2 va gene oipA “bat” dugc mot sé nghién ctiru chimg minh
co lién quan vo1 tang nguy co loét da day ta trang va ung thu da day [27], [74],
[79], tuy nhién mot s6 nghién ciru khac lai khong ghi nhan mdi lién quan nay
[42], [141]. Vi khuan H. pylori 14 loai vi khuan c6 tinh da dang di truyén cao;
va nhiéu nghién ctru d3 chi ra tac dung hiép dong gitta cac gene doc luc cua H.
pylori, bao gdm cac gene ma hoa cc protein mang ngoai nhu babA2 va oipA
va gene cagA [46], [50], [82]. Thé nén, viéc nghién ciru dong thoi nhidu gene
ma hoa cac yéu t6 doc luc ctia H. pylori rat can thiét trong viéc hiéu rd tan suat
cling nhu méi lién quan cta ching véi bénh 1y da day ta trang.

Tai Viét Nam, cho dén nay cac nghién ctru vé gene doc luc ctia H. pylori
chi tap trung vao gene cagA, chua c6 nhiéu nghién ctru vé cac gene khac cia
cagPAl va cac gene ma hoa cac protein mang ngoai cua H. pylori. Vi vay,

chung t6i tién hanh nghién ctru “Nghién civu cdc gene oipA, babA2, cagE va



cagA ciia vi khudn Helicobacter pylori ¢ cdc bénh nhin viém, loét da day td
trang” v41 hai myc tiéu:

1. Xdc dinh ty 1é mang cdc gene va t6 hop gene oipA “bdt/ tit”, babA2,
cagE va cagA cua Helicobacter pylori o bénh nhan viém, loét da day td trang.

2. Khdo sdt méi lién quan giita cdc gene va t6 hop gene oipA “bat/ tat”,
babA2, cagE va cagA ciia Helicobacter pylori véi cdc thé bénh viém, loét da
day ta trang.

2. Y NGHIA KHOA HQC

Nghién ctru cung cip ty 1é mang cac gene oipAd “bdt/ tat”, babA2, cagE
va cagA cua cac chung H. pylori, gop phan 1am rd dic diém phén tir cta vi
khuan nay tai Viét Nam.

Nghién ctru ghi nhan méi lién quan giita cac gene mi hoa protein mang
ngoai va nhom gene ma hoa doc td cua H. pylori véi cac thé bénh viém, loét da
day ta trang, gop phan lam sang t6 vai tro ciia cac gene ndy trong sy phat trién
bénh viém, loét da day ta trang do nhiém H. pylori.

3. Y NGHIiA THUC TIEN

Két qua nghién ctru gop phan cung cap thong tin vé cac chung H. pylori
mang cac gene doc luc cao, c¢6 li€én quan véi tang nguy co loét da day ta trang
va viém da day man c6 ton thuong tién ung thu. Pay 1 mot trong nhitng co so
dé quyét dinh tiét trir H. pylori ¢6 chon loc, nham dy phong tién trién tén thuong
da day ta trang ning do nhiém cac chiung H. pylori doc luc cao, ciing nhu han

ché tinh trang dé khang khang sinh cua H. pylori.



Chuong 1
TONG QUAN TAI LIEU

1.1. PAI CUONG VE VI KHUAN HELICOBACTER PYLORI
1.1.1. Dich té hoc
1.1.1.1. Ty 1é nhiém H. pylori

Mot nghién ctru phan tich gdp cac nghién ctru thuc hién & 62 qubc gia
v6i 531.880 ngudi tham gia ndm 2017 ghi nhan ty 1& nhiém H. pylori chung 1a
48,5% [62]. Cac khu vuc c6 ty 1& nhiém H. pylori dugc bao céo cao nhét 1a
Chau Phi (70,1%), Nam My (69,4%), va Chau A (54,7%) [62].

Cac nghién ctru dich t& hoc cho théy réng co su khac biét 16n vé ty 1&
nhiém H. pylori giita cac khu vuc, quéc gia va tham chi giita cac ving trong
mot qudc gia. Nhin chung, ty 1& nhiém H. pylori & cac nude dang phét trién cao
hon cac nude phat trién [62]. Ngoai ra, cac bao cdo ciing cho thdy ¢ su khac
biét dang ké vé ty 1 nhiém H. pylori ngay ca trong cuing mdt qudc gia. Céac
nhém chung toc khac nhau & Hoa Ky c6 ty 18 nhiém H. pylori khac nhau. Theo
bao cdo, ty 1& hién mac o ngudi da trang khong phai gbc TAy Ban Nha dao dong
tir 18,4% dén 26,2% va & nguoi khong da trang 1a tir 34,5% dén 61,6% [62].

Tai Viét Nam, nghién ctru cta tac gia Pham Héng Khanh tai mién Béc
cho thay ty 18 nhiém H. pylori 1a 63,7% [11]. Nghién ciru cia tac gia Ha Thi
Minh Thi tai mién Trung béo cdo ty 1& nhidm H. pylori 1a 55,4% [60]. Ty 1&
nhiém H. pylori cling co su khac bi¢t gitra khu vuc thanh thi (Ha Noi: 78,8%)
va khu vuc nong thon (Ha Tay: 69,2%) [61].
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1.1.1.2. Yéu t6 nguy co nhiém H. pylori va dwong Idy truyén

Nhiéu nghién ctru trén thé gii da cho thay khac biét vé mutc do do thi
hoa, vé sinh mdi truong, kha nang tiép can nudc sach, va tinh trang kinh té xa
hoi dan dén sy khac nhau vé ty 1& nhiém H. pylori & cac khu vuc va qudc gia
[23], [62]. Piéu kién kinh té x hoi thap ciing 14 cac yéu td nguy co nhiém H.
pylori, dic biét 1a lién quan dén diéu kién song trong thoi tho du béi vi d6 1a
khoang thoi gian nguy co chinh doi véi nhiém H. pylori [62].

Mic du dudng lay truyén chinh xac cta H. pylori van chua rd rang,
nhung cac nghién ctru dich t& hoc cho thiy H. pylori c6 thé 13y truyén tir nguoi
sang nguoi qua duong miéng-miéng hoac phan-mi¢ng, dac biét la gifta cac
thanh vién trong gia dinh, chang han nhu tir me sang con [23].

1.1.2. Piic diém vi sinh ciia H. pylori va cdc phwong phdp chin dodn nhiém
Helicobacter pylori
1.1.2.1. Péc diém vi sinh cua H. pylori

H. pylori 1a mot vi khuan Gram am c6 kha niang khu tra va ton tai trong



16p chat nhay cua da day nguoi [23]. Vi khuan dai tir 2-4 um, hinh dang cong
hodc hinh xoan dc, vdi 2 - 6 16ng roi & mot dau véi chidu dai khoang 3 pm. Vi
khuan c6 thé thay d6i hinh thai sang dang hinh cau sau khi nuéi cdy kéo dai
hodc diéu tri khang sinh [76].

H. pylori 13 vi khuan vi i khi, moc chidm va can méi trudng nudi cay
phtic tap trong phong xét nghiém. Nhiét d6 toi wu cho sy phat trién ctia H. pylori
12 37°C, pH tbi wu tir 5,5 — 8. Nhiéu phong thi nghiém st dung cac diéu kién vi
hiéu khi tiéu chuan 85% N2, 10% CO2 va 5% 02 dé nudi cay H. pylori [76].
Nubi cdy H. pylori can c6 méi truong chon loc va khang sinh thich hop nhu
vancomyecin, trimethoprim, cefsoludin va amphotericin B hodc polymyxin B dé
trc ché ndm va tap khuan. Méi truong thach thuong duoc stir dung dé phan 1ap
va nudi cdy H. pylori thong thudng bao gom thach Columbia hodc thach
brucella c¢6 bd sung mau ngua hodc ciru da ly giai [76]. H. pylori phat trién
chim va c6 thé mat tir 3 dén 7 ngay dé dat duoc luong vi khuan t6t. Khi nudi
céy c¢6 vi khuan moc trén moi truong thach mau, cac khuén lac nho nhu dau
dinh ghim, dudng kinh khoang 1-2 mm, tron lang, 161, hoi mo thudng s& xuat
hién tir 3-7 ngay trén bé mat dia thach [76]. Xac dinh H. pylori dua trén hinh
thai vi khuan qua kinh hién vi va cic dic diém sinh hoa bao gdm thir nghiém
oxidase, urease va catalase duong tinh.
1.1.2.2. Cdc phwong phdp chéin dodn nhiém H. pylori
* Nhém phieong phép xam lin
M6 hoc

Mo hoc van 1a tiéu chuan vang dbi véi phat hién H. pylori, voi d6 nhay
95% va dd dac hiéu 1a 98% [49]. Ngoai ra, mo6 hoc con giup dadnh gid hinh thai
t6n thuong niém mac da day.

Do chinh x4c ciia chan doan mo bénh hoc cua H. pylori phu thude vao

sO lugng va vi tri cua cac mau sinh thiét, k¥ thuat nhuém, kinh nghiém cua bac



sT giai phau bénh va noi soi tiéu héa, cac loai thude duoc sir dung (thude tic ché
bom proton, khang sinh), xudt huyét tiéu hoa, hodc sy hién dién cua cac loai vi
khuan khac c6 cau tric twong tu véi H. pylori [49], [94].

Nudi cay

Nuo1 céy H. pylori dugc thyuc hién trén mau sinh thiét da day dé xéac dinh
nhiém H. pylori va dugc thuc hién trong cac phong thi nghiém chuyén sau [49].
Nuo1 céy thuong dugc thuc hién dé xac dinh tinh nhay cdm véi khang sinh cta
H. pylori. Nuodi céy c6 do nhay 70-80% va d¢ dac hi¢u 1a 100% [104].

Nubi cay rat dat tién, ky thuat phirc tap, va tén nhiéu thoi gian [23]. Két
qua ctia nudi cdy bi anh huong boi ki ning va kinh nghiém cta nha vi sinh hoc,
chat lugng mau, tiép xic v6i moi trudng hiéu khi va viée sir dung phuong tién
van chuyén. Céc yéu t khac co6 thé anh huong dén do chinh xac ctia nudi cay,
nhu mat do vi khuan giam trong viém teo da day, XuAt huyét tiéu hoa, va su
dung khang sinh, thudc khang thu thé histamin 2 va thubc tc ché bom proton
[104].

Xét nghiém urease nhanh (RUT: rapid urease test)

Xét nghiém urease nhanh (RUT) 1a xét nghiém xam lan thuong dung dé
chan doan nhiém H. pylori. RUT dya trén co s¢ phat hién su hién dién cua
enzyme urease san xuat boi H. pylori trong mau sinh thiét da day [23] .

RUT dé thyc hién, chi phi thdp [49]. Bén canh d6, mau sinh thiét da day
dung thuc hién RUT co6 thé dung lai cho céc xét nghi€ém sinh hoc phan tir dé
phat hién dé khang khang sinh ctia H. pylori [23]. RUT c¢6 thé dung chan doan
nhiém H. pylori va danh gia hiéu qua sau diéu tr tiét tri.

Céc két qua am tinh gia c6 thé xay ra khi c¢6 sir dung thudc khang sinh,
hop chit chira bismuth, thudc @c ché bom proton, hodc duong tinh gia khi c6

su hién dién cua cac vi khuan khac tiét enzyme urease [23], [49].



* Nhém phieong phdp khéng xam lan
Xét nghiém ure hoi thé (UBT: Urea Breath Test)

Xét nghiém ure hoi thd (UBT) 1a phuong phap khong xam l4n thuong
dugc lya chon dé xac dinh nhiém H. pylori. Xét nghi¢m dua trén sy thuy phan
ure chira dong vi cacbon danh dau ('*C hodc '“C) boi enzyme urease ctia H.
pylori trong da day, sau d6 do luong cabon dioxide trong khi tho ra [23]. Xét
nghiém '3C-UBT khong hoat tinh phéng xa thuong dugc dung hon “C-UBT.
BC-UBT c6 d6 nhay (95%) va do dic hiéu (95-100%) [49]. Xét nghiém co thé
dung danh gia hiéu qua sau diéu tri tiét trir H. pylori.

Két qua dinh luong '>C trong hoi thd c6 thé bi anh hudng bai gidi tinh,
tudi, chi s6 khéi co thé (dic biét 1a béo phi), hit thude 14, teo da day va di san
rudt [49]. Két qua am tinh gia khi bénh nhan dung thubc e ché bom proton,
khang sinh, xuat huyét tiéu hoa [104]. Két qua duong tinh gia khi ¢ sy hién
dién cta cac vi khuan tiét urease khac trong da day [104].

Xét nghiém khang nguyén trong phan (SAT: Stool Antigen Test)

Xet nghiém khang nguyén déac hi€u H. pylori trong phan (SAT) la mdt
phuong phap khéng xam 1an dang tin cdy, c6 d6 nhay 94% va do dac hiéu 97%
[23], [104].

SAT don gian va khong dat tién, c6 thé dung cho cac nghién ctru dich té,
c6 thé dung danh gia hiéu qua tiét trir H. pylori [104]. SAT thuong dung cho
tré em [23].

Do chinh xé4c cila xét nghiém nay c6 thé bi anh hudng bai mot s6 rdi loan
duong tiéu hoa, thude e ché bom proton, khang sinh, va xuat huyét tiéu hoa
[104]. Ngoai ra, can Iuu trir mau phan trong méi truong lanh va xac dinh diém
cat cla xét nghi¢m tai mgt phong xét nghiém cu thé [49], [104].

Huyét thanh hoc
Nguyén 1y ctia phuong phap nay 1a phat hién IgG huyét thanh chdng lai



H. pylori dya trén cac phuong phap huyét thanh hoc [23], ¢6 do nhay 13 76 —
84% va dg dac hicu 79 — 90% [104].

Uu diém cua phuong phap nay 1a c6 thé phat hién nhiém H. pylori &
nhitng bénh nhan dang dung thudc e ché bom proton, thubc khang sinh va
bismuth, xuat huyét tiéu hoa [49]. Ngoai ra, phuong phap nay chi phi thap, don
gian, va do dé thuong duge str dung trong cac nghién ctru dich té hoc, va dung
cho tré¢ em [104].

Nhuoc diém chinh ctia phuong phép nay 14 khong phéan biét giita nhiém
trung hién tai va tiép xtc trudc do, nén khong dung dé danh gia hiéu qua sau
diéu tri tiét trir [104]. Két qua am tinh gia cling c6 thé gap trong thoi gian dau
nhiém tring vi mirc 46 khang thé thap [49].

* Cac phwong phap sinh hoc phan tu
Phan rng khuéch dai chudi DNA (PCR: Polymerase chain reaction)

Cac phuong phéap dua trén PCR duoc dung phd bién trong chan doan
nhiém H. pylori [23]. Cac mau bénh pham thuong duoc str dung gom mau mo
sinh thiét, dich vi, nudc bot va phan [104]. Phuong phap nay c6 do nhay va do
dic hiéu gan 100% [23]. Cac gene ctia H. pylori nhu vacA, cagA, ured, HSP60,
16SrRNA, 23SrRNA, va ureC c¢6 thé duoc st dung nhu gene muc tiéu dé chan
doan nhiém H. pylori [104].

Vé6i do nhay cao, cac phuwong phap dua trén PCR c6 thé giup phat hién
nhiém H. pylori & nhiing bénh nhan xuat huyét tiéu hoa [104], ¢6 thé phat hién
nhiém H. pylori mat do thap so véi cac phuong phap thong thuong [23], [49].
Tai Viét Nam, mot nghién ctru ding PCR dic hiéu gene ured c6 thé phat hién
nhiéu trudng hop nhiém H. pylori bi bo sét khi chan doan bang RUT [17].

Nhuoc diém cta PCR 13 dat tién, doi hoi diéu kién phong thi nghiém
chuyén sau, nhiéu ky nang va kinh nghiém. Két qua c6 thé duwong tinh gia do

phat hién céc doan DNA tir vi khuan d3 chét [104], do d6 can chu y khi dung
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PCR dé danh gia két qua diéu trj tiét trir néu thoi gian ngung thude qua ngan.
1.1.3. Co ché gdy bénh ciia H. pylori va vai tro cdc yéu to djc luc
1.1.3.1. Co ché gdy bénh cia Helicobacter pylori

H. pylori 1a tdc nhan chinh gay viém da day man, loét da day ta trang va
ung thu da day [104]. Co ché bénh sinh cua cic bénh 1y da day ta trang do
nhiém H. pylori 13 két qua cua su twong tac phirc tap giita yéu t6 vi khuén, yéu
t vat chil, va yéu t6 moi truong [68].

Qua trinh xaAm nhap va gy bénh cua H. pylori tai da day ta tring gdm cac
budc (Hinh 1.2) [68]:

(1) Vao giai doan dau bi nhiém, sau khi vao da day nguoi bénh, H. pylori tiét
enzyme urease thity phan uré thanh NH; va CO,, tao mdi truong kiém xung
quanh gitp H. pylori tranh duogc su tan cong cua axit da day.

(2) Tiép theo, H. pylori dung cac roi dé di chuyén xuyén qua 16p nhay dén
bé mit niém mac, noi ¢ pH trung tinh dé sinh song va xdm nhap vao té bao
biéu mo vat chu dé gay bénh.

3) Ké dén, tai bé mat niém mac, vi khuan H. pylori gén vao té bao vat chu
thong qua cac yéu td bam dinh lién két v6i cac thu thé dic hiéu trén té bao biéu
mo da day, co vai trd rat quan trong giup vi khuan xam nhép va ton tai lau dai
o vat chua.

(4) Cubi cung, vi khudn chuyén vi doc t6 CagA vao té bao vat chu va tiét
VacA vao 16p niém mac, gay thuong ton té bao niém mac da day, dan dén hién

tuong viém va gay nén cac bénh 1y da day ta trang.
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Hinh 1.2. Qua trinh nhiém Helicobacter pylori va co ché bénh sinh [68]

1.1.3.2. Cdc yéu t6 doc lie ciia H. pylori
* Cdc yéu t6 doc luc givip H. pylori séng sot trong méi truong cé tinh axit cao
Urease

H. pylori ¢6 mot lugng 16n urease ndi bao va ngoai bao trén bé mit vi
khuén, gdy thiy phan uré tao ra amoniac (NH3), CO, va nuéc. Amoniac ¢ dang
proton hoa (NH;") trung hoa axit cua da day va dong vai trd quan trong trong
viéc cung cdp mot vi moi trudng gan nhu trung tinh thuén loi xung quanh A.
pylori, can thiét cho su sdng sot ctia H. pylori trong da day [24].
Long roi

Long roi giup vi khuan di chuyén qua 16p mang nhay dé dén bé mat té
bao biéu mo vt chu. Long roi duoc cAu tao bdi ba yéu to (thé géc, bao hinh
moc va soi 1ong roi) [111]. Mire do tiép xtc axit va sb lugng roi ctia H. pylori

dong mot vai trd quan trong trong toc d6 di chuyén cua vi khuan [24].
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* Cac yéu 16 déc luc lién quan dén s xam nhdp va két dinh vao bé mat biéu
mo da day cua H. pylori

Céc protein mang ngoai (OMPs: outer membrane proteins) nhu chat két
dinh khang nguyén nhém mau (BabA), protein viém mang ngoai A (OipA), va
cac protein khac tuong tac voi cac thu thé dic hiéu trén cac té bao biéu mo da
day ctia vat chu, dong vai tro chinh trong thiét 1ap nhiém tring dai dang. OMPs
cd vai tro quan trong trong viéc bam dinh ctia H. pylori vao té bao biéu mo da
day [24]. Ngoai ra, OMPs con thic ddy chuyén vi CagA vao té bao biéu mo da
day thong qua T4SS [82]. Nam 2000, Alm da phan tich genome hai chung H.
pylori 26695 va J99 cho thay khoang 4% bo gene dugc tién doan ma héa cho
cac OMPs vai vai tro quan trong trong vigce két dinh vi khuan vé&i niém mac da
day, dugc chia thanh 5 ho gene can déng drfmg [21]. Hau hét cac OMPs dugc
nghién ctru trong mdi lién quan voi bénh 1y da day ta trang 14 thudc ho Hop

(Helicobacter outer membrane proteins), nhu BabA (Hop S), OipA (HopH).

SabA
BabA HopZ Hom  HopQ
)
LewisB Sialyl-
Leszx CEACAM

Lép nhiy

Hinh 1.3. M6t s0 protein mang ngoai cia H. pylori [129]
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* Cdc yéu té déc luc lién quan déc t6 cia vi khuan H. pylori
D4ao sinh bénh cagPAl

D3do sinh bénh cag (cagPAl: cag pathogenicity island) cua H. pylori 1a
mot yéu td quyét dinh doc luc cta H. pylori, hién dién trong 65% céac chung H.
pylori phuong Tay va 95% cac ching H. pylori Pong A [25]. Mic du tat ca cac
ching H. pylori déu giy ra viém da day, nhung cac chung chia cagPAl lam
tdng nguy co viém da day ning, viém teo, loan san va ung thu biéu mo tuyén
da day [92].

Dao sinh bénh cagPAl la cum gene co6 kich thudc 40 kbp chira 32 gene,
g06m cagA & doan cudi dau 3’va cac gene ma hoa thanh phan cua hé thong tiét
loai IV (T4SS) [92]. Trong sb d6, it nhat 17 gene cta cagPAI phai dugc biéu
hién dé ma hoa T4SS, 1a hé théng gitp chuyén vi protein CagA vao té bao biéu
mo da day vat chit [25]. T4SS nguyén ven bao gom [25]: a) Phirc hop 15i:
CagT, CagX, CagM, Cagd, Cagy, va cac yéu to lién quan CagH, CagN, CagU,
CagV, va CagW b) Thanh phan Pilus: CagC, CagH, Cagl, CagL, va CagY; c)
Thanh phan ning luong: CagE, Caga, va Cagf; d) Cac yéu td lién quan dén
chuyén vi: CagF, CagZ, Cagp; ¢) Enzyme phan giai transglycosylases: Cagy.

Mic du tinh toan ven cua cagPAI 1a rat quan trong dé ma hoa T4SS
nguyén ven cho su twong tac ciia H. pylori véi cac té bao chi, nhung c6 mot so
chung H. pylori khong mang cagPAIl hoac mang cagPAI khong nguyén ven
[25]. Trong cac nghién ciru gan ddy, su hién dién ctia cagPAI nguyén ven da
dugc phat hién & 57 - 64,1% chung H. pylori, va hién dién cao & cac chung tu

bénh nhan loét da day ta trang va ung thu da day [25].
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Hinh 1.4. Minh hoa cau tric T4SS cia H. pylori [25]

Pijc td tao khong biao VacA

VacA 1a doc td t& bao quan trong ctia H. pylori, gy ra su hinh thanh
khong bao trong cac té bao vat chu [24]. Ban dau, VacA duoc hinh thanh dudi
dang tién doc to 140 kDa dugc tiét ra thong qua con dudng van chuyén ty dong.
Poc t6 truong thanh 88 kDa trai qua qua trinh phan giai protein han ché dé tao
ra hai manh: p33 va p55. Ba ving di hop ctia VacA c6 bién thé trinh ty dang
ké. Vung “s” dai dién cho su thay doi trinh tu trong chudi tin hiéu dau cubi
amino. Ving “m” dai dién cho bién thé axit amin nam & giita mién p55. Vung

733D
1

gan day da duoc xac dinh, dai dién cho su bién d61 axit amin ¢ vung trung

TR
S

gian nam giira ving va “m” trong mién p33 [24]. Ty 1é nhiém ching H.
pyvlori mang vacA s1/ml/il dugc ghi nhan cao & cac bénh nhan loét da day ta
trang va ung thu da day [24] .

1.1.4. Bénh viém, loét da day td trang do nhiém H. pylori

1.1.4.1. Viém da day man va cdc ton thieong tién ung thie do nhiém H. pylori

Dinh nghia viéem da day man

Viém da day man (VDDM) 14 nhiing thuwong ton man tinh ctia biéu mé
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phu & niém mac da day, c6 thé dan dén nhing bién d6i mo bénh hoc quan trong
nhu teo tuyén niém mac, di san rudt, loan san, trén co s¢ do6 ung thu da day co
thé phat trién. Chan doan VDDM chu yéu dua vao mo bénh hoc [8]. Vi khuan
H. pylori 1a nguyén nhan phd bién nhat gdy VDDM [118].
Dién bién tw nhién ciia viém da day man do nhiém H. pylori

Nhiém H. pylori thudng mac phai tir nhé va giai doan cap hiém khi duoc
chan doan. Néu khong dugc diéu tri tiét trir, 100% bénh nhan nhiém H. pylori
cap tinh s& chuyén thanh viém man, trong d6 20% viém man wu thé hang vi
dién tién dén loét ta trang, <1% viém da day man cac thé dan dén u lympho
MALT, 10% viém man wu thé than vi hodc viém teo da 6 chuyén thanh loét da
day va 2% s& tién trién thanh ung thu da day [43].
Cdc ton thwong tién ung thw da day do nhiém H. pylori

Qua trinh hinh thanh ung thu da day kiéu rudt do nhiém H. pylori duoc

mo ta boi Correa: nhiém H. pylori gdy viém man tinh niém mac da day, trai qua
cac giai doan tién ung thu: viém teo niém mac da day (VTDD)-> di san rudt
(DSR)~> loan san, va cudi cung 1a ung thu biéu mo tuyén da day [44], [45],
[65]. Mot s6 nghién ctru cho thady VTDD va DSR 1a cac ton thuong tién ung
thu chinh ctia UTDD kiéu rudt va 1am ting nguy co UTDD [123]. Loan san da
day ciing ¢6 lién quan véi tang nguy co UTDD [30].

Pap wng viém man tinh

Tac dong true tiép elia cic yéu td doc lwe cia H. pylori

Hinh 1.5. Gia thuyét ciia Correa vé cac thay ddi mé bénh hoc niém mac da

day trong tién trinh sinh ung thw da day do nhiém H. pylori [65]
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Viém teo da day

Viém teo da day (VTDD) 1a mot ton thuong tién ung thu biéu hién qua su
thay ddi md hoc véi su hién dién cua cac té bao viém man tinh g6m té bao
lympho va twong bao ¢ 16p dém va mat cac tuyén da day [30].

VTDD dugce xem 13 budce dau trong tién trién ung thu. VIDD thudng
khoéng co triéu ching, mot sb truong hop co thé quan sat qua ndi soi va chan
doan xac dinh bang md hoc [30], [108]. Ty 1é mac VTIDD trén toan thé gidi
tuong quan véi ty 18 mic viém da day lién quan dén H. pylori, ting theo tudi
va ¢6 xu huéng phd bién hon ¢ nam gidi. Cac nghién ctru duoc thyc hién ¢
nhirng khu vuc co ty 1¢ méc bénh cao nhu Nhat Ban va Trung Qubc cho théy
ty 16 mac VTDD la tir 33% dén 84% [30]. Dua trén phan tich tong hop, bénh
nhan nhiém H. pylori cb nguy co mac VTDD gap 5 1an bénh nhan khong nhiém
vi khuan nay (95%CI: 3,1-8,3) va ty 1é mic VTDD rat thap (<1% hang nam)
trong sd nhitng ngudi khoéng bi nhiém H. pylori, cho thdy mdi lién quan chit
ché gitta H. pylori va VTDD [108]. Nguy co tién trién d¢én UTDD ctia VTDD
udce tinh dao dong tur 0,1 - 0,3%/nam [108].

Di san rugt

Di san rudt (DSR) 1a su bién ddi cua niém mac biéu mo da day thanh
biéu mé rudt [47]. Di san rudt 1a mot ton thuong tién ung thu co6 lién quan
nhiém H. pylori. Mot nghién ctru da trung tdm & chau Au cho thay ty 16 mac DSR
14 31,4% & nhitng bénh nhan bi nhiém H. pylori. O Nhat Ban va Trung Qudc, ty
1¢ mac DSR ¢ nhing nguoi nhiém H. pylori twong tmg 13 37% va 29,3%. DSR
chi dugc tim thay & 2% nhiing nguoi khong bi nhiém H. pylori [30]. Nguy co
ung thu biéu mo tuyén da day ting 1én & nhimg ngudi mic DSR, voi ty 18 méi
mac hang nim trong hau hét cac nghién ciru dao dong tir 0,15% dén 0,4% [30].
Loan san

Loan san dugc dic trung boi nhitng bat thuong vé hinh thai, cdu trac cta
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cac tuyén va té bao biéu mo tuyén ¢ niém mac da day. Cac thay d6i mo bénh
hoc gom té bao khong dién hinh, rdi loan ciu tric tuyén, va biét hoa bat thuong
[75].

Nhiém H. pylori ¢6 lién quan véi loan san da day [52]. Ty 1& méi mac
UTDD hang ndm cua bénh nhan c6 LS d6 cao 1a 6%, & LS do thép 1a 0,6%
trong vong 5 nam [30].
1.1.4.2. Loét da day td trang do nhiém H. pylori
Dinh nghia

Loét da day ta trang (LDDTT) la nhiing ton thwong khu tri ciia niém
mac duong tiéu hoa, d6 sau dén 16p co niém va duong kinh tdi thiéu 13 Smm,
dugc chan doan qua ndi soi [85]. Nhidm H. pylori 1a nguyén nhan chinh cta
LDDTT. Nhiém H. pylori dugc cho 1a c6 lién quan dén khoang 70% cac truong
hop loét da day va 80% cac truong hop loét ta trang [23].

Tién trién loét da day td trang do H. pylori

Loét ta trang thuong xuit hién & bénh nhan viém da day man uu thé &
hang vi do nhiém H. pylori. Nhitng bénh nhan nay c6 tinh trang ting tiét gastrin
do giam tong hop va giai phong somatostatin ¢ hang vi, din dén ting tiét axit
[93]. Tang luong axit tir da day dén ta trang gy chuyén san niém mac ta trang
thanh niém mac da day, c6 thé 13 mot phan Gmg bao vé, nhung gop phan tao
diéu kién cho H. pylori xam nhép vao ta trang, gdy viém, ton thuong va loét
[85].

Loé¢t da day thuong xuét hién & nhirng bénh nhan bi viém da day man vu
thé & than vi do nhiém H. pylori. Nhimg bénh nhan nay c6 thé c¢6 co tinh trang
tang tiét gastrin thong qua cac co ché twong tu nhu loét ta trang. Tuy nhién, do
vung than vi c6 chlrc nang san xudt axit bi viém nén viéc san xuat axit da day
thuong bi giam va do d6 khong phat trién thanh loét ta trang [85], [93]. Thay

vao do, néu tinh trang viém nghi€m trong va dac biét & cac vung ni€ém mac yéu
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dé din dén loét da day. O mot s bénh nhan, tinh trang viém than vi c6 thé dan
dén teo cac tuyén va mat cac té bao thanh dan dén tinh trang giam tiét axit
nghiém trong hon va dé bi loét da day [85].

1.2. CAC GENE oipA, babA2, cagE va cagA CUA VI KHUAN
HELICOBACTER PYLORI

1.2.1. Gidi thigu cdc gene oipA, babA2, cagE va cagA ciia vi khudn
Helicobacter pylori

1.2.1.1. Gene oipA va protein OipA

Ddc diém phdn tir ciia gene oipA va protein OipA

Protein OipA 12 mot protein mang ngoai dong hai vai trd vira 1a protein tién
viém vira 13 yéu t6 két dinh ctia H. pylori. Céu trac ctua OipA va céc thu thé cua
no trén té bao biéu mo da day hién chua duoc xac dinh 15 [129].

Gene 0ipA ma hoa protein OipA. Vi tri ciia gene 0ip4 trén nhidém sac thé
cta H. pylori cach cagPAI khoang 100 kb [129]. Biéu hién ctia gene nay phu
thudc vao co ché bat cap sai do hi¢n tugng truot cia mach SSM (slipped strand
mispairing) dua vao sd 1an lip lai cac dinucleotide CT (C (cytosine), T
(thymine)) ¢ ving 5° ctia gene [136]. Khi gene oipA4 biéu hién protein chirc
nang dugc goi la & trang thai “bat”, nguoc lai la “tat” [134]. M6 hinh
dinucleotide CT 1ap lai c6 tinh dac trung theo vung dia 1y, va c6 su khac biét
16n giita cac chung H. pylori nhiém & quan thé nguoi chau A va nguoi da trang
[50], [106]. Trong nghién clru cia Yamaoka ¢ chung H. pylori Columbia va
Hoa Ky ghi nhan gene oip4 “bat” thuong chia 6 CT [134]. Nghién ctru cua
Farzi (2018) tai Iran ghi nhan gene oipA4 “bat” thi chtra phan 16n 1 mé hinh 6
CT [53]. Nghién ctru cia Kim (2021) thuc hién tai Han Qudc ghi nhan gene
oipA “bat” thuong chira “3+1” CT [71].
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Tac dong ciia OipA [én té bao biéu mé da day vit chii va méi lién quan véi
bénh ly da day tad trang

Protein OipA c6 chuc niang két dinh va cam tng tiét interleukin-8 (IL-8)
[115], [136]. OipA dugc ghi nhan co lién quan dén qué trinh két dinh cua H.
pylori vao céac t& bao biéu md da day trong dng nghiém [50]. Ngoai ra, cic
nghién ctru trén dong vat da cho thay rang OipA doéng mot vai tro quan trong
trong qua trinh xAm nhép cta vi khuan vao niém mac da day [132]. OipA c6
lién quan v6i mirc @6 tiét interleukin-8 (IL-8) trong niém mac da day [136].
Mot sd nghién ciru da bao cdo rang OipA c6 thé lam ting tiét IL-8 va cac yéu
t6 gay viém khac dan dén tinh trang tham nhiém bach ciu trung tinh, thuc day
tinh trang viém trong da day va gitp H. pylori xam nhap biéu mé niém mac da
day [129]. Thong qua IL-8, OipA khéi phat cac bénh ly da day ta trang, do 1am
tang kha nang vi khuan bam vao biéu mé niém mac da day, sau d6 giy apoptosis
& té bao vat chu, gy doc va cam tmg viém [115]. OipA ciing déng mét vai tro
quan trong trong viéc kich hoat kinase két dinh khu tri (FAK: focal adhesion
kinase), 14 mot tyrosine kinase khong thu thé ¢ té bao chéat c¢6 thé diéu chinh
hinh dang ctia té bao, diéu hoa chuyén dong cua té bao va dong vai tro thiét yéu
trong su xuat hién va phat trién xam 14n ctia khéi u [129]. Hon nita, protein
OipA cua H. pylori d3 duoc ghi nhan 1am giam biéu hién IL-10 va tc ché su
truong thanh cia té bao dudi gai, gop phan vao qua trinh nhiém H. pylori man
tinh [119].

Nhiéu nghién ctru bao céo biéu hién ctia OipA & ca ching H. pylori chau
A va phuong Tay c6 lién quan véi ting nguy co loét da day t4 trang va ung thu
da day [129]. Céc ching H. pylori biéu hién OipA chirc nang duoc thuong duoc
phan lap tir bénh nhan UTDD & cac nudc phuong Tay [106]. Hon nira, két qua
nghién ctru cia Liu va cong su ghi nhan rang bénh nhan bi nhiém céc chung c6

oipA “bat” c6 nguy co cao bi loét da day ta trang va ung thu da day [79]. Nghién
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ctru cua Horridge va cong su cho thdy cac ching H. pylori ¢6 oipA duong tinh
s& tang két dinh véi cac té bao biéu mo da day, thuc day su chuyén vi ciia CagA
vao té bao biéu mo da day [63]. Khi chung H. pylori biéu hién OipA, thuong
biéu hién CagA, cho thay hai protein ndy c¢6 moi lién két chit ché [129]. Su
hién dién dong thoi oipA cing véi gene cagd (+) dugc ching minh c6 lién quan
dén su ting sinh va lam mat tinh nguyén ven cia té bao théng qua tin hiéu p-
catenin [132].
1.2.1.2. Gene babA2 va protein BabA
Pdc diém phan tir ciia gene babA2 va protein BabA

Yéu t6 két dinh gan khang nguyén nhém mau BabA (BabA: Blood group
antigen binding adhesin) thudoc ho Hop (Helicobacter outer membrane protein),
co trong lugng phan tu tir 75-80 kDa, va la phan tu két dinh duoc nhan dién
dau tién ctia H. pylori [48]. Protein BabA duoc ma hoa boi gene babA. Su bicu
hién gene babA chiu anh huong bdi vi tri cua no6 trong genome, tuy nhi€n co
ché lién quan su biéu hién gene ndy van chua dugc hiéu biét day di. Gene babA
co hai allele la babA 1 va babA2, trong d6 babA 1 bi mét mdt doan 10 bp c6 chura
codon khai dau ATG nén khong biéu hién gene, trai lai allele babA2 c6 chira
trinh tu ndy nén c6 thé biéu hién protein BabA c6 hoat tinh gin khang nguyén
nhém mau Lewis B [116].
Tac dong cua BabA lén té bao biéu mé da day vdt chu va moi lién quan voi
bénh ly da day ta trang

Protein BabA ctia H. pylori lién két voi khang nguyén nhém mau Lewis B
(Leb) trén mang té bao biéu mé da day vat chu, gay pha v soi doi DNA trong
té bao vt chi, voi co ché duoce cho 1a khong phu thudc VacA va CagPAI [26].
Biéu hién BabA c6 lién quan v&i mat d6 vi khuan H. pylori xAm nhép cao [131].
Bén canh d6, BabA thiic ddy chuyén vi protein CagA vao té bao da day va cam

ung viém da day nang [26], [66]. Su biéu hién BabA c6 lién quan chat ché vai
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dap g ctia vat chu lién quan hoat dong cua hé thong tiét loai IV (T4SS) [26].
Trong mot nghién ctru trén chudt nhay Mong CO, sy bam dinh cua H. pylori
qua trung gian BabA vao céc té bao biéu mo da day dugc ghi nhan giup ting
kha ning gay bénh ctia CagPAI ctia H. pylori. Tuong tic BabA-Leb c6 thé kich
hoat san xuét cic cytokine tién viém va mot s6 yéu to co vai trd trong su hinh
thanh ung thu [26].

Nhiém céc ching H. pylori c6 biéu hién BabA c6 lién quan dén viéc ting
nguy co phat trién loét da day t4 trang & cac nudc phuong Tay; tuy nhién, moi
lién quan cua BabA v6i1 loét da day ta trang chua dugce ghi nhan & cac nudce
Pong A [26]. Cac ching mang BabA ddng thoi voi CagA, OipA va VacA sl
dugc ghi nhan co lién quan véi sy phat trién dj san rudt [26]. Ngoai ra, cac
ching H. pylori biéu hién dong thoi BabA, CagA va VacA sl ¢6 lién quan véi
mat d6 vi khuan cao hon, mirc d6 viém da day cao hon va ty I¢ di san rudt cao
hon cac chang H. pylori chi biéu hién CagA va VacAsl [26].
1.2.1.3. Gene cagFE va protein CagE
Pdc diém phan tir ciia gene cagFE va protein CagE

Protein CagE 14 thanh phan cta hé thong tiét loai IV (T4SS) thudc
CagPAI, nim ¢ mang trong cua vi khuan H. pylori [110]. Protein CagE c6 chirc
nang 1a mot thanh phan cung cap ning luong cho hé thong tiét loai IV (T4SS)
[25]. CagE c6 vai tro trong qua trinh sinh tong hop T4SS, do d6 viéc loai bo
CagE anh huong dén qué trinh sinh tong hop CagPAI [69], [110]. Ngoai ra,
CagE can thiét cho sy dinh vi va tinh 6n dinh cta cac protein Cag khac thudc
T4SS nhu Cagl, CagL va CagH, va qué trinh chuyén vi va phosphoryl héa
CagA [110].

Gene cagE ma hoa protein CagE, con dugc goi 1a virB4 hoac hp0544,
nam & nira dau bén phai ctia cagPAI [107]. Gene cagE thudng dugc nghién ciru

nhu 1a gene chi diém sy hién dién cagPAI [29], [69]. Gene cagE dugc mot )
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tac gia dé xuat 1a chi diém t6t hon cho su hién dién ciia cagPAI nguyén ven
hon gene cagA [78]. Gene cagE duoc ghi nhan c6 lién quan dén céc ton thuong
da day ta trang nang va doi khi hitru ich hon trong viéc xac dinh mtrc d gay
bénh cua céc chung H. pylori so v&i gene cagd [69].
Tdc déng cia CagE lén té bao biéu mé da day vdt chii va moi lién quan véi
bénh ly da day ta trang

Protein CagE c6 vai trd cam ung tiét IL-8 ctia biéu mé da day vat chu
[69]. Bén canh d6, CagE tc ché qua trinh phién ma cta tiéu don vi a ciia bom
proton ctia té bao thanh, dan dén giam tiét axit da day va ting nguy co bénh da
day 4c tinh [35]. CagE gilip chuyén vi va phosphoryl hoa protein CagA trong
té bao biéu mo da day. Khatoon (2017) nghién ctru tai An Do va Erzin (2006)
nghién ctru tai Tho Nhi Ky cho thay nhiém cac ching H. pylori mang gene
cagE (+) lam tang nguy co loét da day té trang [51], [70]. Bén canh do, nghién
clru cta tac gia Bakhti ¢ Iran hodc nghién ciru ctia Santos Pereira cho thdy gene
cagE (+) lién quan voi1 tdng nguy co ung thu da day [29], [107].
1.2.1.4. Gene cagA va protein CagA
Pdc diém phan tik ciia gene cagA va protein CagA

Protein lién quan doc to t& bao CagA 13 yéu té doc luc chinh cua H.
pylori, dugc ma hoa bdi gene cagA nam & doan cudi dau 3’ ctia dao sinh bénh
cag (cagPAl) [92]. Protein CagA kich thudc tir 125-145 kDa, dugc biéu hién
boi cac chung H. pylori mang cagPAl [24]. CagA duoc chuyén vi vao cac té
bao biéu mo da day thong qua T4SS. Hoat tinh sinh hoc ctia CagA duoc xéac
dinh boéi motif EPIYA, 13 mot cau trac gém 5 amino axit Glutamat-Proline-
Isoleucine-Tyrosine-Alanine 1ap lai dugc ma hoa béi trinh tu dau 3’ cla gene
cagA. Protein CagA co6 4 loai motif EPIYA 1a EPIYA-A, EPIYA-B, EPIYA-C
va EPIYA-D. Céc chung H. pylori tir cdc nudc phuong Tay thuong cd6 CagA
v6i EPIYA-A, -B va -C, trong khi ching Pong A thudng c6 trinh ty EPIYA-
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A, -Bva-D [24].
Tdc déng cia dic to CagA Ién té bao biéu mé da day vit chii va méi lién quan
voi bénh Iy da day ta trang

Sau khi duoc chuyén vi vao té bao biéu mo da day vat chu, CagA trai
qua qua trinh phosphoryl hda tyrosine tai cac motif EPIYA thong qua céc
kinase té bao khac nhau nhu c-Src va c-Ab1 [24]. CagA phosphoryl hoa tuong
tac voi SHP2 (Src homology 2 phosphatase) gdy can trd su két dinh té bao, tang
sinh t& bao va thay d6i hinh dang té bao, ting biéu hién IL-8 thong qua viéc
kich hoat cac con duong truyén tin hiéu té bao khac nhau [24]. Bén canh 4o,
CagA ciing c6 thé tac dong 1én té bao vat chii khong qua qua trinh phosphoryl
hoa thong qua hoat dong cia NF-«B va B-catenin. Mac du H. pylori duong tinh
v6i cagAd duge xem 13 yéu td nguy co manh nhat dbi véi su phat trién cua cac
ton thuong da day ta trang, nhung co ché chinh xac ctia su phét trién cac ton
thuong nghiém trong van chua dugc hiéu 6 hoan toan. Gan day, mot nghién
ctru da chi ra vai tro ctia CagA va CagE cta H. pylori trong sy biéu hién cua
Lrigl (leucine-rich repeats and Ig-like domains 1), la mot protein xuyén mang
hoat dong nhu mot chat danh dau té bao gbc & rudt. Nghién ctru da chimg minh
c6 su gia ting dang ké cac té bao duong tinh véi Lrigl trong cac ton thuong
tién ung thu (viém teo da day va di san rudt) & hang vi va than vi so v6i niém
mac binh thudng, diéu nay cho thay vai trd ciia Lrigl trong qua trinh gy ton
thuong va thiic diy qua trinh sinh ung thu da day lién quan CagA va CagE cua
H. pylori [128]. Sahara (2012) nghién ctru tai mot sé quc gia Pong Nam A
va El Khadir (2021) nghién ctru tai Ma-réc ghi nhan gene cagd (+) lién quan
voi1 tdng nguy co loét da day ta trang [69], [105]. Nghién clru cua tac gia
Gonzalez (2011) tai Ty Ban Nha ghi nhan nhiém chung H. pylori c¢6 cagA (+)

1am tang su tién trién cac ton thuwong tién ung thu [56].
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Hinh 1.6. Minh hoa cho vi tri gene cagA va gene cagE (virB4 hoac hp0544)
trong dao sinh bénh cagPAI ctua ching H. pylori 26695 [14], [117]
1.2.1.5. Sw phéi hop giita cdc gene ma héa protein mang ngodi va gene md héa

déc lyc kinh dién cia H. pylori trong bénh Iy da day td trang

Qua trinh xdm nhap va gay bénh da day ta trang ctia H. pylori trai qua nhiéu
budc va can sy tham gia cua nhiéu yéu td doc luc dé co thé chuyén vi doc tb
CagA vio té bao biéu mo da day dé gay ton thuong té bao [68]. Gan day, nhiéu
nghién ctru cho rang cac protein mang ngoai cua H. pylori khong chi dong vai
tro két dinh véi té bao da day ma con ting cudng chuyén vi CagA thong qua
T4SS [82]. C6 nghién ctru cho thiy cac ching H. pylori thudng biéu hién cac
protein mang ngoai cung voi cac protein dugc ma hoa bdi dao sinh bénh
cagPAl [82]. Rad va cong sy nghién ctru trén cac mau sinh thiét niém mac da
day va nhan thay nhimg bénh nhan nhiém ching H. pylori ¢6 vacA sl (+)/ cagd
(+)/ babA2 (+) thi c6 tham nhiém bach cau hat, mat d6 vi khuan va muc IL-8

cao hon c6 ¥ nghia so v4i nhiém cac chiing c6 vacA4 sl (+)/cagA (+)/ babA2 (-
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) [101]. Yamaoka (2006) ghi nhan mbi lién quan chat ch€ cua biéu hién OipA
v6i CagPALI véi kiéu hinh CagA va OipA 1a giéng hét nhau & 94% ching H.
pyvlori nghién ctru [137]. Dossumbekova (2006) da giai trinh tu gene oip4 ¢ 58
ching H. pylori cho thay gene oipA “bat” duoc lién két voi cac yéu to doc luc
khac nhu babA2 va manh nhat 12 cag4 [50]. Horridge (2017) ching minh OipA
can thiét dé chuyén CagA tir ching H. pylori 26695 sang té bao ung thu biéu
mo tuyén da day & nguoi [63].

1.2.2. Ky thudt chin dodn cdc gene oipA, babA2, cagE va cagA ciia
Helicobacter pylori va xdc dinh trang thdi chivc ning “bat/ tit” ciia gene oipA

1.2.2.1. Phurong phdp PCR chén dodn cdc gene cagd, cagE, oipA, va babA2 cia
Helicobacter pylori

Nguyén li va cdc thanh phan trong phan g PCR

Nguyén ly

Phuong phap PCR 1a phan tmg khuéch dai mot doan DNA trong ong
nghiém bang enzyme DNA polymerase, dé thuc hién phan tmg kéo dai méi dic
hiéu da gan bo sung vao mach DNA khu6én mau. Cac doan DNA méi hinh thanh
s& dugc dung lam khudn mau cho phan tGng ké tiép theo phuong thirc phan tmg
chudi, va sao chép nay dan dén sy gia ting theo cap sé nhan sb luong DNA
dich [20].

Nguyén 1y cia phuong phap PCR 1a mot phan tng c6 3 giai doan, dugc
lap lai mot cach co chu ky tir 30 dén 40 1an. Ba giai doan d6 1a bién tinh, bat
cap va kéo dai [20]:

+ Pau tién nhiét do s& duoc dua 1én 94°C, & nhiét do nay céc lién két
hydro cua mach d6i DNA sé bi mat di, nho vay DNA dich b1 bién tinh thanh
cac mach don; giai doan nhiét do nay duoc goi la giai doan bién tinh.

+ K& d6 nhiét d6 s& duoc ha dén 55°C- 65°C 13 nhiét d6 thich hop dé cac

doan moi tim dén bat cap bd sung vao hai dau cua doan DNA dich, giai doan
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nhiét do nay duoc goi 1a giai doan bdt cdp.

+ Cubi cung, nhi¢t do dugc dua 1én 72°C 1a nhiét do thich hgp cho
hoat tinh cta enzyme DNA polymerase dé kéo cac ANTP lai dau 3’ ciia doan
moi dang bat cip trén dau 5° cta soi DNA dich dé bat nguén cho su tong hop

nén mach bo sung, goi 1a giai doan kéo dai.

DNA Méi Nucleotide
Cac thanh phan = _;
tham gia phan ting
R l i |
‘B |
Bién tinh = =]
04-Q8°¢ L i |
: ]
50-68°% 1— Zi)
= 1
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|

Hinh 1.7. Minh hoa nguyén ly ctiia phwong phap PCR [4]

Thanh phin phan img PCR

Thtr nghi¢m PCR duoc thuc hién trong mot 6ng nghiém nho chira dung
dich phan tng (goi 14 PCR mix) v&i cac thanh phan chu yéu 1a: (1) enzyme
polymerase chiu nhiét, thudng duoc goi 12 Tag polymerase, ¢ hoat tinh t6i da
& 72°C va bén dugc voi nhiét do; (2) 4 loai desoxyribonucleotide (ANTP) la
Adenine, Thymine, Guanine, va Cytosine (dATP, dTTP, dGTP, va dCTP); (3)
DNA dich, (4) cac doan mdi (primer) xudi va ngugc; (5) ion Mg™* trong mudi
MgCl, & ndng d6 thich hop, (6) dung dich dém Tris-KCI dé 1am dung méi thich
hop cho phan tmg [20].
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Phin tich két qua PCR

Thong thuong, phan tich cac san phém PCR duoc thuc hién béng dién di
trén gel agarose. Sau khi dién di, mdt dai dai dién cho DNA dugc khuéch dai
c6 thé nhin thay dudi dén cuc tim sau khi nhudém ethidium bromide [20].
Cdc ky thudt dwa trén PCR thuong dwoc ting dung trong xdc dinh yéu t6 djc
lyc cua H. pylori
PCR don moi

La PCR kinh dién nhat, ding mot cap mdi dé khuéch dai mot doan DNA
dich [20]. Loai nay duoc tng dung rong rii dé chan doan nhiém hoic xac dinh
cac gene doc luc cua H. pylori.

PCR da moi (Multiplex PCR)

La PCR str dung nhiéu cip mdi trong ciing mdt phan tmg dé phat hién
nhiéu DNA muc tiéu cing mot lac [20]. Loai PCR nay c6 thé tng dung dé tim
nhiéu gene doc luc ciia H. pylori trong cing mot phan tng PCR [40].
1.2.2.2. Gidi trinh tw gene xac dinh trang thai chirc nang cua gene oipA

Giai trinh tu ciia gene 1a k¥ thuat gitp xac dinh thi tu sap xép cua 4 loai
nucleotide A (adenine), C (cytosine), G (guanine) va T (thymine) trén phan tir
DNA dich [20]. Hién nay, cac phong thi nghiém thuong dung phan tng giai
trinh ty bang phuong phap enzyme dugc Sanger phat minh nim 1977, va sau
d6 giai trinh ty bang may tu dong [20]. Giai trinh tu gene dya trén PCR hién
nay ngdy cang dugc ap dung rong rai [20]. PCR co thé nhan ban doan gene
mudn giai trinh tu thanh hang ty ban sao hoan toan giéng hét nhau va san pham
khuéch dai nay co thé dua vao giai trinh tu tryc tiép.

Biéu hién cua gene oipA4 cta H. pylori thudc vao co ché SSM, dua
vao so 1an ldp lai cac dinucleotide CT & ving 5° cta gene [136]. Giai trinh
ty ving mi hoa trinh tu tin hiéu dau 5 cua gene oipd c6 chira céc

dinucleotide CT lip lai c6 thé gitp xac dinh s6 1an ldp CT, giap trang thai
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“bat/ tat” cua gene oipA [136].
1.3. CAC NGHIEN CU'U VE CAC GENE o0ipA, babA2, cagE va cagA CUA
HELICOBACTER PYLORI TRONG VA NGOAI NUOC
1.3.1. Cdac nghién cvwu ngoai nwoc
1.3.1.1. M{t s6 nghién ciru tai chdu A

Niam 2008, Chomvarin nghién ctru trén 112 bénh nhan nhiém H. pylori
tai Thai Lan ghi nhan ty 18 ching H. pylori mang gene cagA, cagE, babA2 lan
luot 14 98,2%, 88,4%, 92%. Khong cé mbi lién quan gitra cac gene nay va bénh
viém loét da day ta trang [42].

Nim 2017, Khatoon nghién ctru trén 240 bénh nhan nhiém H. pylori tai
An Do ghi nhan ty 1 ching H. pylori mang gene cagA (+), cagE (+) 1an luogt 1a
73% va 83%. Nhiém cac chung H. pylori mang gene cagE (+) 1am ting nguy
co loét da day ta trang gap 5 1an (95%CI: 2,31-8,22) va nguy co ung thu da day
gap 3 lan (95%CI: 1,82-6,13) [70].

Nim 2017, Dabrini nghién ctru trén 160 bénh nhan nhiém H. pylori tai
Iran ghi nhan ty 1€ chung H. pylori mang gene cagA (+), cagE (+), babA2 (+)
1an luot 12 69%, 51%, 78%. Khong co6 mdi lién quan giita cac gene ndy va bénh
viém loét da day ta trang [46].

Nim 2018, Farzi nghién ctru trén 68 bénh nhan nhiém H. pylori tai Iran
ghi nhan ty I¢ chung H. pylori mang gene cagA (+) 1a 85,3%, gene babA2 (+)
12 97,1%. C6 53 bénh nhan dugc giai trinh ty vung tin hi€u gene oipA ghi nhan

AL

ty 1& gene oipA “bdt” 14 79,2%. Khong c6 méi lién quan giira cac gene nay va
bénh viém loét da day ta trang. C6 méi lién quan dang ké giira sy hién dién
trang thai gene oipA4 “bat” va va gene cagd (p=0,027) [53].

Nim 2020, Bartpho nghién ctru trén 166 bénh nhan nhiém H. pylori tai

Thai Lan cho thay ty 1é chung H. pylori mang gene babA2 (+) & nhém viém da
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day man, tién ung thu, ung thu da day lan luot 12 59%, 62%, va 91%. Gene
babA?2 (+) khong lién quan dén ting nguy co cac ton thuong tién ung thu da
day [31].

Nam 2020, Xue (2020) nghién ctru trén 269 bénh nhan c6 bénh ly da day
ta trang nhiém H. pylori tai Trung Qudc ghi nhan ty 1& ching H. pylori mang
gene cagA (+) 12 97% va oipA “bat” 1a 88,1%. Khong c6 mdi lién quan giita
gene cagA (+) va oipA “bdt” va bénh viém loét da day ta trang [130].

Nim 2020, Bakhti nghién ctru trén 186 bénh nhan nhiém H. pylori & Iran
cho thiy ty 1& chung H. pylori mang gene cagd (+) (54,8%) va cagE (+)
(47,8%). Gene cagE (+) lién quan v61 nguy co ung thu da day (OR= 3,262,
95%CI: 1,763—6,038, p = 0,0001). Bén canh do, nghién ctru ciing ghi nhan ty
16 t6 hop cagA (+) / cagE (+) hién dién ¢ ung thu da day (66,7%) cao hon viém
da day man khong teo (38,1%), va lién quan vai tdng nguy co ung thu da day
(OR =3,25; 95%CI: 1,552-6,808) [29].
1.3.1.2. Mét s6 nghién cuu tqi chdau luc khac

Nim 2011, Markovska nghién ctru trén 69 bénh nhan nhiém H. pylori tai
Bulgary ghi nhan ty 1€ chung H. pylori mang gene cagA (+) la 84%, oipA “bat”
l1a 81%, va 97% bénh nhan loét da day t4 trang c6 mang gene oipA “bat” (p=
0,0009) [80].

Nim 2011, Gonzalez nghién ctru trén 312 bénh nhan nhiém H. pylori tai
Tay Ban Nha ghi nhan nhiém chung H. pylori c6 cagA (+) lién quan véi ting
nguy co cton thuong tién ung thu da day 1én gap 2,28 1an (95%CI: 1,13-4,58)
[56].

Nim 2019, Braga nghién ctru trén 95 bénh nhan nhiém H. pylori tai

Brazil ghi nhan ty 1é mang oip4 “bat” 1a 81,1%. C6 méi lién quan giita gene
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oipA “bat” va gene cagA (+). Gene oipA “bat” co6 li€n quan vdi tang nguy co
ung thu da day (OR =9,2, 95%CI: 1,45-58,48) [36].

Nam 2021, El Khadir nghién ctru trén 823 bénh nhan tai Ma-réc ghi nhan
ty 1€ chung H. pylori mang gene cagA (+) la 68,8%, gene cagE (+) 1a 55%.
Chung H. pylori mang td hop cagd (+)/ cagE (+) lién quan ting nguy co loét
ta trang gap 1,97 1an (95%CI: 1,18-3,3) so véi chung H. pylori ¢6 cagA (-)/
cagE (-) [69].

Nim 2022, Yanovich nghién ctru trén 84 bénh nhan nhiém H. pylori tai
Cong hoa Belarus da ghi nhan ty 1€ chung H. pylori mang gene oipA “bat” la
79,8% va co lién quan véi tang nguy co loét ta trang (OR = 14,5, 95%CI = 1,7-
122.1). Bén canh d6, c6 méi lién quan giita su hién dién gene oipA4 “bat” va
gene cagA (+), voi 88% cac ching c6 mang gene oipA “bat” mang dong thoi
gene cagA (+) [138].

Nam 2023, Bustos-Fraga nghién ctru trén 141 chung H. pylori phan 1ap
tur cac bénh nhan c6 bénh 1y da day ta trang tai Ecuador da ghi nhan ty 1€ ching
H. pylori mang gene cagA (+) 1a 31,9% va gene babA2 (+) 1a 70,2%. Gene
babA2 dugc ghi nhan co lién quan vdi gidm nguy co loét da day (OR = 0,25,
95% CI: 0,09-0,67) [38].
1.3.1.3. Cdc nghién citu phdn tich gép vé méi lién quan giita cdc gene nghién
ctru voi bénh da day ta trang

Niam 2012, Sahara nghién ctru phan tich gop két qua tir mot s6 quoc gia
Pong Nam A ghi nhan gene cagd (+) lién quan voi ting nguy co loét da day ta
trang (OR= 2,83, 95%CI: 1,50 - 5,34, p = 0,001) [105].

Nam 2013, Liu thyc hién mot nghién ctru phéan tich gop cho thay gene

0ipA “bat” c6 méi lién quan dang ké vdi ting nguy co loét da day ta trang (OR
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= 3,97, 95%CI: 2,89-5,45) va ung thu da day (OR = 2,43, 95%CI: 1,45-4,07)
[79].

Nim 2018, Pormohammad thyc hién nghién ciru phén tich gop tir nhiéu
qudc gia tir cac chau luc khac nhau ghi nhan sy hién dién gene cagd (+) cta H.
pylori lam tang nguy co ung thu da day (OR=2,82, 95%CI: 1,96 - 4,06,
p<0,001) [97].

Nam 2021, Askari thyc hién mdt nghién ctru phan tich gop tur 18 bai bao
da cho thay méi lién quan dang keé giita gene babA2 (+) va loét da day ta trang
(OR= 1,49, 95%CI: 1,14-1,94), va ung thu da day (OR= 2,4, 95%CI: 1,04—
5,52) [27].

1.3.2. Cdc nghién cwu trong nudc

Céc nghién ctru trong nude chil yéu tap trung vao gene cagd, chua cé
nhiéu nghién ciru vé gene cagE, gene babA2, trang thai “ bat/ tit” ciia gene
0ipA.

Nim 2010, Nguyén Lam Tung nghién ciru trén 100 bénh nhan viém loét
da day ta trang nhiém H. pylori tai Ha Noi va Thanh Ph6é H6 Chi Minh ghi nhan
ty 1€ chung H. pylori mang gene cagA (+) 1a 95%, mang gene cagFE (+) la 88%,
mang gene oipA “bat” 1a 100% [90].

Nim 2014, Lé Quy Hung (2014) nghién ciru tai Hué ghi nhén ty 1¢ chung
H. pylori mang gene cagA (+) 1a 78,1%. Chung H. pylori mang gene cagA (+)
tang nguy co ung thu da day gap 4.5 1an so véi ching khéng mang gene cagd
(95%CI: 1,6-12,2) [9].

Nam 2017, Phan Trung Nam nghién ctru trén 92 bénh nhan bénh da
day ta trang tai Hué ghi nhan ty 18 ching H. pylori mang gene cagd (+) 1a
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84%. Chua ghi nhan mdi lién quan giira gene cagd (+) va bénh da day ta
trang [96].

Niam 2021, Tran Viét Hung nghién ctu trén 92 bénh nhan viém da day
man va 91 bénh nhan ung thu da day tai Ha No1, ghi nhan ty 1€ chung H. pylori
mang gene cagAd (+) 1a 71,4% & nhoém ung thu da day va 46,7% & nhom viém
da day man. Gene cagA (+) lién quan véi tang nguy co ung thu da day (OR=2,8,
95% CI: 1,5-5,2) [7].

Nam 2021, Nguyén Thi Mai Ngan nghién ctru trén 115 bénh nhan cé
bénh 1y da day t4 trang tai Hué, ghi nhan ty 1¢ chung H. pylori mang gene cagA
(+) 1a 80%. Khong c6 mbi lién quan giita gene cagd va bénh 1y da day ta trang
[14].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Péi twong bénh nhan nghién ciru

Chung t61 nghién ctru trén cac bénh nhan viém, loét da day ta trang co
nhiém H. pylori dap tmg tiéu chuan chon mau va tiéu chuén loai trir, tir thang
5/2021 dén thang 10/2022 tai Bénh vién Trudong Dai Hoc Y Dugce Can Tho.
2.1.1.1. Tiéu chuén chon mau

- Bénh nhan c6 tri¢u chung 1am sang goi y bénh 1y viém, loét da day ta trang
nhu dau thugng vi, nong rat vung thugng vi, noén budn ndn, ¢ hoi, ¢ chua, dﬁy
bung, kho ti€u, chan an,...

- Bénh nhéan duoc chin doan c6 bénh 1y viém loét da day t4 trang, bao gdm:

+ Viém da day man dugc chan doan xac dinh dya vao ton thuong viém da
day trén hinh 4nh ndi soi va viém da day man trén mé bénh hoc.

+ Loét da day ta trang duoc chan doan xac dinh dwa vao ton thuong loét &
da day ta trang trén hinh anh noi soi.

- Bénh nhan c6 két qua chian doan nhiém H. pylori duong tinh & ca hai
phuong phap xét nghiém nhanh urease va nudi cy tir mau sinh thiét niém mac
da day.
2.1.1.2. Tiéu chuan loai trir

- Bénh nhan dung thudc khang thu thé Histamin H2 hodc thubc trc ché bom
proton trong vong 2 tudn, dung khang sinh hodc bismuth trong vong 4 tuin
trudc ndi sol.

- Bénh nhan c6 tién sur phau thuat & thuc quan, da day, t4 trang, hodc co roi
loan déng cAm méu trude do.

- DNA tach chiét tir chung H. pylori phan lap khong dam bao chat luong va
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) lugong dé thuc hién céc xét nghiém sinh hoc phan tu.

- Bénh nhan c6 tin hiéu gidi trinh tu gene oipA bi nhiéu.

- Bénh nhan c6 két qua PCR ctia cagd, cagE, cagPAI empty khong tuong thich.
2.1.2. Cdc chiing vi khudn Helicobacter pylori nghién ciru

Cac chung H. pylori dugc nudi cay, phan lap tir mau sinh thiét da day o

cac bénh nhan nghién ctru sé dugc tach chiét DNA dé thuc hién cac xét nghi¢m
sinh hoc phan tir xac dinh céac gene oipA, babA2, cagE va cagA.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

Pé tai duoc thiét ké theo phuong phap nghién ciru tién ciru, mo ta cit ngang.
2.2.2. Thoi gian va dia diém nghién ciru

- Thoi gian nghién ctru tir thang 5/2021 dén thang 10/2022.

- NO1 soi tiéu hoéa trén, léy mau sinh thiét niém mac da day, xét nghiém
nhanh urease dugc thuc hi¢n tai Trung Tam N1 Soi - Noi Soi Can Thi¢p, Bénh
Vién Truong Pai Hoc Y Duoc Céan Tho.

- Nudi cay, phan lap, dinh danh H. pylori tai phong thi nghiém ciua B Mén
Vi sinh, Truong Pai Hoc Y Dugc Can Tho.

- Xu Iy mo va doc két qua mo bénh hoc cac mau viém da day man tai phong
thi nghiém cua Bo Mén Giai phau bénh - Phap Y, Truong Pai Hoc Y Duoc
Can Tho.

- Thuc hién cac k¥ thuat sinh hoc phan tir tai Phong xét nghiém di truyén phan
tir - Bo Mon Di Truyén Y Hoc, Truong Pai Hoc Y Dugc Hué.
2.2.3. C& mdu nghién civu va phwong phdp chon mu
2.2.3.1. C& mdu nghién citu

C& mAu t6i thiéu duoc tinh theo cong thire [13]:
£ 12_ ag X p (1 - p)
nz 72
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Trong do:

n: ¢ mau tdi thiéu.

Z: gia tri phan phdi chun, véi do tin cdy 95% thi Z1-0/2 = 1,96

p: la ty 1€ udc doan. Trong nghién ctru cua ching t61, p 1a ty I¢ mang gene
cagd, cagE, babA2, oipA “bdt/ tit” cla cac chung H. pylori phan 13p & cac
bénh nhan c6 viém, loét da day ta trang. Theo nghién ctru ndm 2021 cua tac gia
Nguyén Thi Mai Ngan ghi nhan ty 1¢ gene cagd (+) cua H. pylori 1a 80,0%,
nén chung t61 chon p;= 0,8 [14]. Hién tai, Viét Nam hau nhu chua c6 nhiéu
nghién ctru vé cac gene oipd “bdt/ tat”, babA2, cagE cua vi khuan H. pylori,
vi vay ching t61 chon p, = 0,5.

d: sai sb tuyét d6i mong mudn. Chung t6i chon d = 0,08.

Thay p., p2 vao cong thic udc luong ¢d mau tbi thiéu: n; > 96, n, > 151. Vi
vy, ching t6i uwéc tinh can khao sat trén it nhat 151 ching H. pylori phan 1ap
tor 151 bénh nhan viém, loét da day té trang trong nghién ctru cac gene cagA4,
cagE, babA2, oipA “bdt/ tat”. C& mau thuc té trong nghién ciru cta chung toi
thu thap dugc 173 chung H. pylori phan l1ap tir 173 bénh nhan viém, loét da day
ta trang.
2.2.3.2. Phwong phdp chon mau

Phuong phap chon mau la chon mau thuan tién, cac bénh nhan du tiéu
chuén nghién clru lan luot duge dua vao nghién cuu.
2.2.4. Pinh nghia cdc bién sé nghién ciru
2.2.4.1. Cdc dic diém ciia nhém nghién ciru

- Tudi va nhom tudi:

+ Tudi: dugc tinh bang cach lay ndm nghién ctru trir nim sinh cua bénh
nhan trong nghién ctru, 13 bién lién tuc.

+ Nhom tudi: duoc chia thanh 2 nhém: <40 tudi hodc >40 tudi, dya trén nghién

ctru cuia tac gia Nguyén Thi Mai Ngan cho thdy c6 su khac biét ¢6 y nghia théng
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ké vé& phan bd bénh da day ta trang giita nhom <40 va >40 tudi [14].

- Gi6i tinh: 13 bién nhi gia: nam hodc nit.

- Hut thudce 14: 12 bién nhi gia: ¢6 hodc khong. Pinh nghia hut thudc 14 theo
Trung tdm kiém soat va phong bénh Hoa Ky [39]:

+ C6 hat thude 14: nhirng ngudi da hut >100 diéu thudc, hién tai con
dang hut thudc 14.

+ Khoéng hut thude 14: 13 ngudi hoan toan khéng hut; hodc ¢6 hut nhung
cho dén thoi diém khao sat hat tong cong <100 diéu; hodc trude day co hat
>100 diéu va hién tai d3 ngung hat.

- Dang viém da day qua n0i soi & bénh nhan viém da day man: phan loai
theo hé thong Sydney, 1a bién co 7 gia trji gdm: viém sung huyét, viém trot
phéng, viém trot ndi, viém phi dai, viém teo, viém trao ngugc dich mat, viém
xuat huyét [47], [122].

- Pic diém mo bénh hoc & bénh nhan viém da day man: c6 hai nhom:

+ Viém man khéng c6 ton thuwong tién ung thu: bénh nhan c6 két qua noi
soi cO vieém da day, va két qua x¢ét nghiém mo bénh hoc ghi nhan c6 viém man
va khong c6 viém teo, khong di san ruot, khong loan san.

+ Viém man c6 ton thuong tién ung thu: bénh nhan c6 két qua noi soi co
viém da day, va két qua xét nghiém mo bénh hoc ghi nhan ¢6 viém man kém
co viém teo, di san rudt, loan san.

* Céc thong s6 viém man, viém teo, di san ruét, loan san dugc danh gia
nhu sau:

. Viém man: dua vao két qua md bénh hoc. Co: khi c6 viém man hién dién
& it nhat mot vi tri sinh thiét. Khong: khi khong c6 viém man & tat ca vi tri
sinh thiét.

. Viém teo: dua vao két qua mo bénh hoc. Co: khi c6 viém teo hién dién &

it nhat mot vi tri sinh thiét. Khong: khi khong c6 viém teo & tat ca vi tri sinh
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thiét.

. Di san ruét: dua vao két qua mo bénh hoc. Co: khi c6 di san rudt hién
dién & it nhat mét vi tri sinh thiét. Khong: khi khong ¢o6 di san rudt ¢ tat ca vi
tri sinh thiét.

. Loan san: dya vao két qua mo bénh hoc. Cé: khi c6 loan san hién di¢n &
it nhat mot vi tri sinh thiét. Khong: khi khong c6 loan san & tat ca vi tri sinh
thiét.

- Pic diém noi soi & bénh nhan loét da day ta trang: vi tri loét gdm & da
day, ¢ ta trang, va ¢ ca da day va ta trang.

- Cac thé bénh viém, loét da day ta trang: 13 bién c6 3 gia tri gdm: viém da
day man khong co ton thuong tién ung thu, viém da day man c6 ton thuong
tién ung thu va loét da day ta trang. Phan nhom dua vao két qua noi soi va két
qua mo bénh hoc:

+ Viém da day man khong c6 ton thuong tién ung thu: bénh nhan c6 két
qua ndi soi co viém da day, va két qua xét nghiém mo bénh hoc ghi nhan ¢o6
viém man va khong co viém teo, khong di san rudt, khong loan san.

+ Viém da day man c6 ton thuong tién ung thu: bénh nhan c6 két qua ndi
soi c6 viém da day, va két qua xét nghiém mo bénh hoc ¢6 viém man kém co
viém teo, di san ruot, loan san.

+ Loét da day ta trang: cac bénh nhan co két qua ndi soi loét da day, loét
ta trang, hoac loét & ca da day va ta trang.

- Cac triéu ching 1am sang: 12 bién nhi gia: c6/ khong. Hoi bénh nhan ghi
nhan c6 hoic khong cac triéu chimg bao gdm: dau thuong vi, néng rat thuong
vi, nén va budn nodn, ¢ hoi ¢ chua, chan an, diy bung kho tiéu,...
2.2.4.2. Cdc gene va t6 hop gene 0ipA, babA2, cagE va cagA ciia H. pylori

- Gene 0ipA: phan tich két qua giai trinh tu ving tin hiéu dau 5° cua gene

0IpA:
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+ Trang thdi chirc ndng: 13 bién nhi gia: “bat” hodc “tat”. Trang thai
“bat” khi trinh ty peptide ding khung doc, hodc trang thai “tat” khi trinh tu
peptide 1éch khung doc [134], [136] .

+ Kiéu mé hinh CT lap lai theo tinh lién tuc cua mo hinh:

. M6 hinh lién tuc: khi cac dinucleotide CT lién tiép nhau, khong bi
phan cach boi cip dinucleotide nao khac. Tén kiéu mo hinh nay 13 s tuong
g voi 86 1an CT lap lai ¢ ving trinh tu tin hiéu dau 5° ciia gene oipA.

*Vi dy: mdé hinh “6” tuwong ung vO1  trinh  tu:
“ACTAACTCTCTCTCTCTCGTTTTGGCTC”.

. Mo hinh khong lién tuc: khi cac dinucleotide CT bi phan cach boi

cac dinucleotide "TT", "GT", hodc "GC". Tén kiéu mé hinh niy bao gém cac
s6 tuong tmg véi s6 1an CT 13p lai, phan phan cach duoc thay thé boi dau “+”.
*Vi du: mo6 hinh “2+1+1+1” tuong ung v&i trinh tu
“ACTCTTTCTGTCTTTCT”.
. Cac md hinh c6 s6 1an CT 1ip lai giéng nhau nhung c6 khac biét mot
sb nucleotide trong trinh tu tin hi€u s€ dugc ky hi¢u a, b. Vi du: 6a hoac 6b.
+ Vi tri bat dau ciia mé hinh CT Idp lai ciia gene oipA: 13 bién nhi gia:
g6m vitri +23 hodc +19. Vi tri +23 khi CT 1ap lai bat dau sau trinh tu “CTAA”,
va +19 khi CTAA bi thay thé béi “CTCT” [134].
- Gene babA2: 1a bién nhj gia: duong tinh (+) hodc 4m tinh (-). Panh gia
dua vao két qua xét nghiém PCR véi cap mdi dic hiéu gene babA2.
- Gene cagA: 1a bién nhi gia: duong tinh (+) hodc am tinh (-). Panh gia
dua vao két qua xét nghiém PCR véi cap mdi dic hiéu gene cagA.
- Gene cagE: 1a bién nhi gia: duong tinh (+) hodc am tinh (-). Panh gia
dua vao két qua ctia phan ing PCR véi cap mdi dic hiéu gene cagE.
- T6 hop cac gene:
+ T6 hop cagd/cagE: cagA (+)/cagE (+) va cic t6 hop cagAd/ cagE con
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lai (g6m cagA (+)/cagE (-), cagA (-)/cagE (+), cagA (-)/cagE (-)).

+ T6 hop cagA/ babA2: cagA (+)/ babA2(+) va céc t6 hop cagd/ babA2
con lai (g0m cagA(+)/ babA2 (-), cagA (-)/ babA2 (+), cagA (-)/ babA2 (-)).

+ T6 hop cagA/oipA: cagA (+)/oipA “bat” va cac td hop cagA/oipA con
lai (g0m cagd (+)/oipA “tat”, cagA (-)/ oipA “bat”, cagA (-)/oipA “tat”).

+ T6 hop babA2/oipA: babA2 (+)/oipA “bat” va cac to hop babA2/oipA
con lai (g0m babA2 (+)/oipA “tat”, babA2 (-)/oipA “bat”, babA2 (-)/oipA
“tat”).

+T6 hop cagA/ cagE/ oipA: cagA (+)/ cagE (+)/ 0ipA “bat” va cac to hop
cagA/ cagE/ oipA con lai (g0m cagd (+)/ cagE (+)/ 0ipA “tat”, cagA (+)/ cagE
(-)/ oipA “bat”, cagA (-)/ cagE (+)/ oipA “bat”, cagA (-)/ cagE (-)/ oipA “bat”,
cagd (-)/ cagE (-)/ oipA “tat”)).

+ Tb hop cagA/ cagEl babA2: cagA (+)/ cagE (+)/ babA2 (+) va céc to
hop cagd/ cagE/ babA2 con lai (g6m cagd (+)/ cagE (+)/ babA2 (-), cagd (+)/
cagkE (<)) babA2 (+), cagA (-)/ cagE (+)/ babA2 (-), cagA (-)/ cagE (-)/ babA2
(1), cagA (-)/ cagE (-)/ babA2 (-)).

2.2.5. Cdc bwéc tién hanh nghién ciru
2.2.5.1. Tuyén chon mau nghién ciru
- Chon bénh nhan dén ndi soi tiéu hoa trén tai Trung tam Noi Soi - Noi Soi
Can Thiép, Bénh Vién Truong Pai Hoc Y Duogc Can Tho va c6 chi dinh sinh
thiét niém mac da day, sau d6 tu van bénh nhan déng y ky don tu nguyén tham
gia nghién ciru, phong van ghi nhan cac thong tin tudi, gidi, triéu ching 1am
sang, hut thudc 14.
- Tién hanh ndi soi tiéu hoa trén ghi nhan ton thuong da day ta trang va sinh
thiét hai mau mé niém mac da day dé 1am xét nghiém urease nhanh va nudi cay
H. pylori. Cac bénh nhan noi soi ¢6 viém da day thi sinh thiét thém hai mau mo

niém mac da day lam xét nghiém mo bénh hoc.
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- Xac dinh tinh trang nhiém H. pylori bang xét nghiém urease nhanh. Chi
nhitng bénh nhan c6 xét nghiém nhanh urease duong tinh mé1 dugce chon vao
mau nghién ctu.
2.2.5.2. Nuéi cay, phan Idp, dinh danh vi khuan H. pylori

- Thyc hién tai phong xét nghiém ctia BO Mén Vi Sinh, Truong Pai Hoc Y
Duogc Céan Tho.

- Cac bénh nhan c6 xét nghiém nhanh urease duong tinh tiép tuc dugc nudi
ciy, phan lap H. pylori tr mau mo sinh thiét. Dinh danh H. pylori bang nhudém
Gram va cac x¢t nghiém urease, catalase, oxidase.

- Sau khi nudi cy, chung H. pylori phan 1ap dugc bao quan trong dung dich
TE Buffer ¢ -20° va sau d6 chuyén dén Phong xét nghiém di truyén phan tir -
B0 mon Di truyén Y hoc, Truong Pai Hoc Y - Dugc, Pai Hoc Hué dé thuc hién
cac ky thuat sinh hoc phan ti.
2.2.5.3. Thuc hién cdac ky thudt sinh hoc phan tw

- Thyc hién céc k¥ thuat sinh hoc phan tur tai Phong xét nghiém di truyén
phan tr - BO mon Di truyén Y hoc, Truong Pai Hoc Y Duogc, Pai Hoc Hué.

- Tach chiét DNA, kiém tra chat luong va s luong.

- Thuc hi¢n k¥ thuat PCR véi cap mdi dic hiéu H. pylori dé chan doan xac
dinh nhiém H. pylori.

- Thuc hi¢n k¥ thuat PCR véi cap mdi dic hiéu cac gene oipA, babA2,
cagE va cagA dé xac dinh cac gene nay cua H. pylori.

- Xac dinh trang thai “bat/ tat” cua gene oip4 bang ky thuat giai trinh ty
Sanger vung chura cac dinucleotide 1ap lai cua gene nay.
2.2.5.4. Phan tich két qud nghién ciiu.
2.2.6. Cac quy trinh, ky thuat thuc hi€én trong nghién ciru
2.2.6.1. Cdc thiét bi, vt liéu, sinh pham ding trong nghién ciru
* Thiét bi
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- May ndi soi Olympus Exera I CV-180, 6ng soi mém Olympus GIF-Q150,
kém sinh thiét Olympus FB-25K-1.

- May xu Iy mo ty dong Tissue TeK Rotary (Sakura, Nhat), mdy cat vi
thé CUT 4050 (micro Tec, Ptic), kinh hién vi Nikon Eclipse E100 véi vat kinh
10x, 40x va 100x.

- Tauam chuyén dung duy tri nhiét 36 35-37°C; ti an toan sinh hoc cép II.

- May ly tam Spectrafuge 24D, may Vortex Mixer, may luan nhiét Applied
Biosystems 2720 (phu luc 2).

- May do ndong d6 DNA NanoDrop 2000.

- Budng thao tac PCR.

- B micropipette, bd d6 gel agarose: khay, luoc, bo phan chan, mét can
bang; chai thiy tinh nu gel, 10 vi song.

- Hé théng dién di ngang Enduro Electrophoresis Systems, hé thong chup
anh gel Uvitec Cambridge (phu luc 2).

* Vit liéu, sinh pham diing trong nghién ciru
- Céc vat liéu ding dé bao quan mau sinh thiét va thir xét nghiém urease nhanh:
+ 1 bang nhua Pylori-test chira gel dé thir urease test (cong ty Nam Khoa).
+ 1 dng ependorf HPort chira 0,5 ml méi trudng van chuyén (cong ty
Nam Khoa) ding bao quan mau mé nudi ciy H. pylori.
+2 1o vo trung dyng 5 ml dung dich Formol 10% dung bao quan cac miu
sinh thiét dé xét nghiém mo bénh hoc.
- Céc vat liéu ding cho nuéi ciy H. pylori tir mau sinh thiét niém mac da day:
+ 1 chay nghién mau va 1 dng eppendorf dung tich 2 ml ding dé
nghién mo sinh thiét.
+ 1 dia thach duong kinh 90mm, cé khéng sinh chon loc dé nuoi céy H.
pyvlori (HP VTAP 90 mm cua cong ty Nam Khoa).
+ Ti tao khi truong vi ai khi (Anaerocult C mini cua cong ty Nam Khoa).
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+ Que céy, pipette, den con, con 90°, dung cu bao ho dé thyc hién thao
tac vi sinh trong ti an toan sinh hoc cép II.

- Céc vt liéu 1am tiéu ban mé sinh thiét: cassette, parafin, cac dung dich xu
1y mo, lam kinh, dung dich nhuém Hematoxylin-Eosin.

- Cac vat liéu, sinh phém cho cac k¥ thuét sinh hoc phan tu:

+ Kit PCR Mix: OneTaq 2X MasterMix va 5X Firepol MasterMix.
+ Cac cap moi dic hiéu gene nghién ciru (Phusa Biochem).
+ Thang chuan 100 bp, bot agarose, dém TBE, thudc nhudém Redview.
+ Kit GeneJET gel extraction (Thermo Scientific): tinh sach san pham
PCR tur gel.
2.2.6.2. Kj thudt néi soi tiéu héa trén va ldy mdu sinh thiét
K¥ thuat dugc nghién ctru sinh thuc hién hodc phéi hop cung thuc hién véi
cac bac si ndi soi tai Trung Tam NoOi Soi - Noi Soi Can Thi¢p, Bénh Vién
Truong Pai Hoc Y Dugc Can Tho.
Quy trinh ndi soi dugc tién hanh theo huéng din cua B6 Y té [2].

- Chuan bi h¢ thdng may ndi soi, kém sinh thiét da dugc xur 1y tiét tring
theo dung quy trinh.

- Chuéan bj thudc va cac vat liéu can thiét:

+ Dung cu ngang miéng, lo lidocain 10% dang xit dé gay té hau hong,
xylocain 2% dang gel bdivao dau 6ng soi, dung dich simethicon cho bénh nhan
ubng nham lam sach bot trong 10ng da day, bom tiém nudc cit dé bom rira, ging,
gac.

+ Bang nhya Pylori-test. Cac lo va dng eppendorf dung mau mo sinh thiét.

- Chuan bj bénh nhan:

+ Bénh nhén can nhin n trudc ndi soi it nhat 6-8 gio.
+ Hoi vé tién st dung thudc khang tiét, khang sinh, va tién sir di tmg thudc

té, ti€n st bénh 1y r61 loan dong cam mau trudce ndi soi.
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+ Bénh nhan duoc giai thich vé tha thut va dong ¥ ndi soi tiéu hoa trén.

+ Bénh nhan dugc dugc cho uéng dung dich simethicon trudc soi 10-30
phut, sau d6 duoc xit 2 nhat lidocain 10% vao ving hau hong trudc soi 5 phut.

- Tién hanh tha thut ndi soi tiéu hoa trén:

+ Kiém tra hé théng ndi soi van hanh tdt: nguén sang, chirc nang bom, hut.

+ Tién hanh ndi soi: Bénh nhan nim & tu thé nghiéng trai, chan trai dudi,
chan phai co, dau hoi cao va cti nhe. Pit ngang miéng vao gitta hai cung ring
bénh nhan va yéu ciu bénh nhan ngam chat. Pua éng ndi soi qua mi¢ng vao
thuc quan, dén da day. Bom hoi va quan sat k¥ cac ving niém mac da day than
vi va hang vi. Pua dng soi qua 16 mon vi va quan sat niém mac hanh ta trang &
D1, D2 va quan sat ton thuong. Sau d6 rt dng soi ra khoi ta trang, khi ra dén
hang vi, bat ddu dong tac quit ngugc ong soi tir tir, két hop bom hoi dé quan
sat phan ngang, goc va phan dimg bd cong nho, bd cong 16n, tAm vi, phinh vi.
Khi phét hién c6 ton thuong thi ghi nhén chi tiét vé hinh thai va vi tri ton thuong.

+ Ghi nhan cac ton thuong viém loét da day ta trang qua ndi soi:

* Viém da day: dang viém da day trén ndi soi theo hé thdng Sydney
gbm: viém sung huyét, viém trot ndi, viém trot phang, viém phi dai, viém teo,
viém trao nguoc dich mat, viém Xuat huyét [8], [122].

.Viém sung huyét: niém mac da day mat tinh nhin bong, hoi lan san, c6
tirng mang sung huyét, d& chay mau khi cham dén soi.

. Viém trot phiang: niém mac da day c6 nhiéu chd trot nong, trén co gia
mac bam hoac nhiing vét trot nong trén niém mac.

. Viém trot ndi: niém mac da day c6 nhiing chd noi g6 1én, & dinh hoi
16m xudng, hodc niém mac da day phu né phi dai trén co trot.

. Viém phi dai: nép niém mac mat tinh nhin bong, to hon binh thuong,
va khong xep khi bom hoi.

. Viém teo: cac nép niém mac mong khi chua bom ho1 va nhin thay ro
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cac mach mau. Co thé nhin thay hinh anh goi ¥ di san rudt 1 nhimg mang mau
trang hoi nhé cao dugc bao quanh boi cac ving niém mac loang 16 hdn hop
mau hong va nhot nhat gy ra bé mit niém mac khong déu [30].

. Viém trao nguoc dich mat: niém mac da day phu né, sung huyét, phi
dai va ¢6 nhiéu dich mat trong da day.

. Viém xuat huyét: c¢6 nhimg cham xuit huyét hodc dam xuat huyét trén
bé mit niém mac da day hoac bam tim do chay méu trong niém mac.

Viém sung huyét Viém trot noi

Hinh 2.1 Viém da day trén néi soi

(Nguon: két qua nghién ciru)

9
A

* Loét da day ta trang: 1a cac 6 loét day c6 phu mot 16p fibrin mau
tring xam, bo déu hoi nhé 1én do phi né hodc duoc bao quanh béi cac nép niém
mac hdi ty, vi tri & da day, hodc ta trang, hodc ¢ ca da day va ta trang [16].

Loét ta trang Loét da day

Hinh 2.2. Loét da day ta trang trén ndi soi
(Nguon: két qua nghién ciru)

+ Sau khi quan sat danh gia day du tén thuong da day t4 trang, nguoi 1am
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thi thuat tién hanh sinh thiét ldy bénh pham niém mac da day bang kém sinh
thiét theo trinh ty 1am xét nghiém nhanh urease trudc, dén nuéi cay H. pylori,
va sau d6 dén mé bénh hoc (6 nhoém bénh viém da day qua noi soi).

. TAt ca bénh nhan trong nghién ctru s€ duoc sinh thiét hai mau niém mac
da day: mot mau & hang vi dé xét nghi¢m urease nhanh, khi co két qua xét
nghiém urease nhanh (+) thi dung kim vo tring 14y mau mé trong giéng gel
nay cho chung vao dng eppendorf dd c6 sin miu than vi dé nudi cay [127]; mot
mau & than vi cho vao éng eppendorf chira moi truong van chuyén dé nudi cy
H. pylori.

. Ddi v6i cac bénh nhan c6 ton thuong viém da day qua ndi soi, do gidi
han vé diéu kién nghién ctru, nén chung t61 chi sinh thiét thém hai mau: mot
mau & hang vi, mot mau & than vi cho vao hai lo chira Formol dé xét nghi¢m
mo bénh hoc. Trudng hop c6 nhiéu ton thuong, ching t6i thay hinh anh ton
thuong nao nghi ngd nhat s& sinh thiét mau & vi tri do.

+ Khi d4 1ay dt mau sinh thiét, hut hoi va dich trong long da day. Rat éng
soi ra ngoai, hoan thanh thu thuat ndi soi.

+ Thuc hién sat khuan may, ong soi va kém sinh thiét theo quy dinh sau
khi két thiic noi soi cho timg bénh nhan [2].
2.2.6.3. Xét nghiém nhanh urease dé chan dodn nhiém H. pylori

- Céch tién hanh:

+ L4y bang nhya NK Pylori-test (Cong ty Nam Khoa) tir ti1 lanh ra dé o
nhiét d6 phong khoang 20 phit truéc khi tién hanh thir nghiém.

+ Dung kim v6 tring ldy mau moé da day duoc sinh thiét dau tién &
hang vi dé viii mau mé nay ngap trong giéng gel Pylori-test.

+ Quan sat sy thay doi mau sic cta gel trong giéng thir. Poc két qua
trong vong 1 gio.

- Céach doc két qua: két qua urease test duong tinh khi mau gel trong
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giéng thir chuyén tlr vang sang hong canh sen.
- X1r Iy mau sinh thiét thir xét nghiém nhanh urease:

+ Néu mau thir c6 két qua xét nghiém nhanh urease (+) trong vong 1
gid: dung kim vo tring 1y mau mé trong giéng gel Pylori-test chuyén gop vao
dng eppendorf chira moi trudong chuyén chd da chtra sin mau mo than vi va
dua ngay dén phong vi sinh dé nuéi cay [127].

+ Néu mau thir c6 két qua xét nghiém nhanh urease (-) sau 1 gio: khong
nudi cdy mau mo nay va bénh nhan bi loai khéi nghién ciru.
2.2.6.4. Kj thudt nudi cdy, phan ldp, dinh danh Helicobacter pylori

- K¥ thuat dugc thyc hién tai phong xét nghiém ctia B0 Mon Vi sinh,
Truong Pai Hoc Y Dugc Can Tho theo quy trinh cua Blanchard TG [33].
Nuoi céy, phan lap, dinh danh Helicobacter pylori dugc thuc hi¢n va danh gia
két qua boi Tién si Nguyén Thi Hai Yén, chuyén khoa vi sinh, Truéong Bo
Mo6n Vi Sinh, Truong Pai Hoc Y Duoc Céan Tho.

- Céc budc tién hanh:

+ Chuan bi bénh pham 1a ong eppendorf c6 chira 2 mau mé niém mac
tor hang vi va than vi, bdo quan trong moi truong chuyén ché (Hport cia cong
ty Nam Khoa) dugc chuyén dén phong xét nghiém vi sinh trong vong 2 gio.
Chuan bj dia thach cidy (HP VTAP 90 mm cuia cong ty Nam Khoa) tir ti bao
quan lanh ra va dé & nhiét 6 phong khoang 15-30 phiit.

+ Tién hanh nghién nhuyén mau mé niém mac da day bang chay vo tring
dén khi khong con manh mé. Dung pipet hat dich nghién nho 1én dia thach céy,
dung tam bong vo tring trai déu dich nghién 1én mat thach, tir trén xudng dudi,
tir phai qua trai va nguoc lai; sau dé tiép tuc xoay dia 90° va ria déu thém lan
nua.

+ Pay dia thach rdi cho vao tiii chuyén dung dé tao khi trudng vi 4i khi

(5% 02, 10% CO2, 85% N2) (Anaerocult C mini ctia cong ty Nam Khoa), niém
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kin miéng tai, ghi ma s bénh nhan, ngay gid cdy, t 37° C trong 3 - 10 ngay.
- K§ thuat dinh danh H. pylori: khuan lac dugc xéac dinh 1a Helicobacter
pvlori khi c¢6 du céac dac tinh sau [33]:
+ Hinh thai: trén dia céy, khuan lac nhd, tron khoang 1 mm nhu dau

dinh ghim, mau xam nhat, trong subt, 16i 1én khoi mat thach [33], [83].

e

Khuén lac
H. pylori

Hinh 2.3. Hinh thai khuan lac H. pylori [33]

+ Nhuom Gram: khuén lac c6 hinh anh vi khuan Gram am, vi khuan c¢6
hinh cung hodc canh chim hai 4u, bat mau hong cta vi khuan Gram am [33].

+ Pic diém sinh héa: Thir nghiém urease (+), oxydase (+), catalase (+).

- Poc két qua nudi ciy, dinh danh H. pylori:

+ Két qua nudi cdy, dinh danh H. pylori (+): khi khuan lac moc c6 dic
diém hinh thai, nhuém Gram am va cac thir nghiém hoa sinh gém urease,
catalase va oxidase duong tinh.

+ Két qua nudi cdy H. pylori (-): khong thay khudn lac moc trén dia sau 10
ngay thi két luan khong nudi cdy duoc vi khuan, va loai khéi mau nghién ctu.

- Xt Iy mAu nudi cdy, dinh danh H. pylori (+): ding que ciy lay cac
khuan lac H. pylori cho vao dng eppendorf chira 0,5 ml TE (Tris - EDTA)
bao quan & -20°C, va chuyén dén Phong xét nghiém di truyén phan tir - Bo

moén Di truyén Y hoc, Truong Pai Hoc Y Dugc, Dai Hoc Hué dé thyc hién
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cac xét nghiém sinh hoc phan tu.
2.2.6.5. Ky thuat xu Iy mo, nhuom tiéu ban va doc két qua mo bénh hoc

- K¥ thuat xtr Iy mo, nhudém ti€éu ban dugc thyuc hi¢n tai phong xét nghiém
ctia Bo mon Giai Phau Bénh, Truong Pai Hoc Y Dugc Can Tho theo quy trinh
ctia BO Y Té [1]. Két qua md bénh hoc dugc danh gia boi Tién si Nguyén
Hong Phong, chuyén nganh giai phau bénh, Truéng bé mon Giai Phiu Bénh
— Phép Y, Trudong Pai Hoc Y Duogc Can Tho.

- Xt ly m6 va nhudm tiéu ban

+ C6 dinh mo: 2 miu bénh phém mo da day tu than vi, hang vi dugc cd
dinh riéng vao 2 lo formol 10% ngay sau khi sinh thiét & bénh nhan viém da
day qua ndi soi, khong dé bénh pham dinh vao thanh lo; ghi rd théng tin bénh
nhan, vi tri ldy mau va gai dén phong xét nghiém trong ngay.

+ Xt Iy md va tao tiéu ban: tién hanh 14y mau mo vui parafin, duc khéi
parafinva ding may cit manh bénh pham thanh 1at mong c6 do day 4 pm, sau
d6 dan manh cét c6 dinh 1én tiéu ban [1].

+ Nhuom tiéu ban bang phuong phap nhuém Hematoxylin - Eosin dé danh
gia ton thuong niém mac da day vira phat hién vi khuan H. pylori [47]. Nhuom
nhan bang Hematoxylin va nhudém bao twong bang Eosin: nhan té bao bat mau
xanh dén xanh den, bao tuong té bao bat mau hong dén do, hong ciu bat mau
héng dam, va soi tao keo bat mau hong nhat [1].

- Tiéu ban va phuong tién doc két qua

+ Tiéu ban: bénh pham sinh thiét da day ctia mdi bénh nhan dugc xu Iy thanh
2 tiéu ban tr mau mo hang vi va than vi, duoc nhuém Hematoxylin - Eosin.

+ Poc tiéu ban nhudém Hematoxylin- Eosin bang kinh hién vi quang hoc
Nikon Eclip E100, v&i cac mirc dd phong dai 100, 400 va 1000 lan dé danh gia
céc ton thuong moé bénh hoc.

- Moi ti€u ban dugc danh gia cac thong so: viém man, viém teo, di san rudt
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va H. pylori theo hé thdng Sydney cap nhat [47], va loan san theo tiéu chuan
ctia T6 chirc Y Té Thé Gidi nam 2019 [75].

+ Viém man: khi c¢6 su gia ting s6 luong bach cau don nhan gdm lympho
bao va tuong bao trong mé dém [47], [98]. Chung t61 danh gid ¢6 hay khong
¢6 viém man:

. Khéng c6 t6n thuong viém man: khi quan sat mé dém trén vi truong 40x
khong thiy bach cau lympho va twong bao, hodc co thé ¢ bach cdu don nhan
nhung s luong chi tir 2-5 té bao [47].

. Viém man: khi c6 sy gia ting s6 lugng bach cau don nhan gém bach cau
lympho va tuong bao trong moé dém [47].

+ Viém teo: khi c6 viém man va giam sé luong tuyén thich hop & hang vi
hodc than vi [47], [98]. Chlng t61 chi danh gia c6 hay khong cé viém teo:

. Khong c6 ton thuong viém teo: khi ¢6 viém man va sd luong tuyén binh

thuong.

. Viém teo: khi c6 viém man va s6 luong tuyén giam.

+ Di san rudt: duge xéac dinh trén hinh thai hoc véi cac dic diém: hién dién
té bao dai, té bao hap thu, hodc té bao tuwong tu té bao biéu mo dai trang [47].
Do diéu kién nghién ctru, chung toi chi danh gia c6 hay khong c6 di san rudt.

+ Vi khuan H. pylori: im trén tiéu ban c6 su hién dién H. pylori hay khong.

- Loan san: danh gia theo tiéu chuan cua T6 Chirc Y Té Thé Gidi (2019)
[75]. Cac dac diém mo bénh hoc cua loan san gém:

+ Té bao khéng dién hinh: nhan té bao ting sac, tang kich thudc, tang ty 1
nhan : bao twong. Trong loan san do thap, nhan té bao con tinh phan cuc va
nam & day cua 16p biéu mo. Trong loan san do cao, nhan mét tinh phan cuc,
xép thanh tang chiém hét bé day cua 16p biéu ms.

+ R6i loan cau triic tuyén: cdu tric ¢6 it tuyén don 1én nhau va sap xép 1on

x0n, it nhanh, hiém khi c6 chdi trong loan san do thép. Céu trac tuyén thuong
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phtc tap, cho thdy su bién dang rd rét, bao gdm céc tuyén sap xép 16n xon va
chéng 1én nhau ¢ loan san do cao.
+ Hoat dong phan bao: hoat dong phan bao & muc d9 it to1 trung binh &

loan san do thép, hoat dong phan bao tang manh & loan san do cao.

Khong co/f Nhe/ Vira Nang/ Khéng co/f Nhe/ Vira Nang/
Binh thwomng It Nhidu Binhthwéng it Nhigu

a2}
Y

H. pylori va mat do Teo hang vi

s

Bach ciu don nhan Di san rudt

Hinh 2.4. Thang mé hinh truc quan dé danh gia cac thong sé viém da day
man theo hé thong Sydney cip nhat [47]
2.2.6.6. Ky thudt tach chiét DNA tir mdu vi khuan H. pylori nudi cdy
- Quy trinh tach chiét: dugc thyuc hién tai Phong xét nghiém di truyén phan
tir - BO mon Di truyén Y hoc, Truong Bai Hoc Y Duoc, Pai Hoc Hué theo quy
trinh cua Peek [95].
- Céch tién hanh:

+ Lay mau huyén dich vi khuéan luu & -20°C, giai dong & 37°C.

+ Tron vortex 10 pL huyén dich vi khudn cho vao trong 1ml nuéc mubdi
dém phosphat, ly tim ¢ 14.000 x g trong 2 phtit 1ml nudc cat vo tring. Loai bo
dich ndi, thém 1 ml nudc cit vo trung roi dun soi trong 10 phut. Sau do, ly tim
& 12.000 x g trong 4 phut, 1y dich ni va giit & -20°C dé phan tich DNA [95].

- Po d6 tinh sach va néng 46 DNA bang may quang phd ké NanoDrop 2000.
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2.2.6.7. Ky thudt PCR xdc dinh dinh nhiém H. pylori va chan dodn cdc gene
0ipA, babA2, cagE va cagA

K¥ thuat dugc thyc hién tai Phong xét nghiém di truyén phan tir - B0 mon
Di truyén Y hoc, Truong Pai Hoc Y Dugc, Dai Hoc Hué, két qua dugc danh
gid bdi Ban chi nhiém B Moén Di Truyén Y Hoc.

- Céc phan tmg PCR duoc thuc hién cho mdi miu gdm:

+ Phan tmg PCR dic hiéu gene ureC dé khang dinh chan doan H. pylori &
murc do phan ta: Sir dung cip moi ureC-F va ureC-R.

+ Phan (mg xac dinh gene oipA4: Sir dung cip mdi oipA-F va oipA-R.

+ Phan tmg xéc dinh gene babA2: st dung cip modi babA2-F va babA2-R.

+ Phan mg xéac dinh gene cagE: St dung cap mdi cagE-F va cagE-R.

+ Phan mg xac dinh gene cagA: Sir dung cip moi cag2-F va CAGT-R.

+ Phan tmg khang dinh lai su hién dién c6 hodc khong gene cagd va cagF:

str dung cap moi dic hiéu ving “cagPAl empty” Lunill-F va R5280-R.

- Trinh tu cap moi dic hiéu cac gene dugc trinh bay trong Bang 2.1.

Bang 2.1. Trinh ty moi dic hi¢u cac gene nghién ctru

s, Kich thwéc | Tham
Gene Trinh ty moi (5°-3°) : 2 .
san pham | khao
ureC-R: AAGCTTTTAGGGGTGTTAGGGGTTT [32]
ureC 294 bp
ureC-F: AAGCTTACTTTCTAACACTAACGC
babA2 babA2-F:AATCCAAAAAGGAGAAAAAGTATGAAA 830 b [54]
¢ babA2-R: TGTTAGTGATTTCGGTGTAGGACA P
oipA | oipA-F: CCATGAAAAAAGCTCTCTTACT 450 b [136]
0ipA-R: GCCCTTTTACCCTTCGTTCAAC P
cagE | cagE-F: TTGAAAACTTCAAGGATAGGATAGAGC 508 b [34]
cagE-R: GCCTAGCGTAATATCACCATTACCC P
cagA | cag2-F: GGAACCCTAGTCGGTAATG Tir 450 dén | [96]
CAGT-R: GCTTTAGCTTCTGAYACYGC 600 bp
cagPAl | Lunil-F: CATTTTGGCTAAATAAACGCTG 550 b [87]
empty | R5280-R: GGTTGCACGCATTTTCCCTTAATC P
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- Thanh phéan phan tng PCR:

+ Xac dinh cac gene ureC, cagA, cagE, cagPAl empty: 12,5 uL OneTaq 2X
MasterMix (New England BioLabs, UK), 1 uL m&i méi (10 pmol/ uL), 100 ng
DNA khuon mau, nude cit cho da 25 pL.

+ Xac dinh gene babA2: 5 pL 5X Firepol MasterMix, 1 uL mdi mdi (10
pmol/ uL), 100 ng DNA khudn mau, nudc cat cho du 25 pL.

+ Xéac dinh gene oipA: 25 pLL. OneTag2x MasterMix (New England BioLabs,
UK), 3 pL mbi mdi (10 pmol/ pL), 200 ng DNA khuén miu, nudc cat cho du
50 uL.

- biéu kién nhiét d6 ctia phan img PCR: Thuc hién phan tmg trén may lun
nhiét Applied Biosystems 2720, v&i diéu kién luan nhiét twong Gmg ting gene:

+ Gene ureC: bién tinh ban dau 95°C, 5 phut; 30 chu ky: bién tinh: 95°C
1 phiit, gan mdi: 55°C 1 phut, kéo dai mdi: 72°C 1 phut; kéo dai cudi ciing 72°C
8 phut.

+ Gene oipA: bién tinh ban dau 95°C, 5 phut; 35 chu ky: bién tinh: 95°C
30 gidy, gan mdi: 60°C 50 gidy, kéo dai mdi: 68°C 1 phit; kéo dai cudi cung
68°C 10 phut.

+ Gene babA2: bién tinh ban dau 95°C, 5 phut; 35 chu ky: bién tinh 94°C
30 gidy, gan mdi: 50°C 30 gidy, kéo dai mdi: 72°C 1 phit; kéo dai cudi cung
72°C 10 pht.

+ Gene cagE: bién tinh ban dau 95°C, 5 phit; 35 chu ky: bién tinh: 95°C
1 phat, gan mdi: 53°C 1 phat, kéo dai moi: 72°C 1 phut, kéo dai cudi cung:
72°C trong 10 phut.

+ Gene cagA: bién tinh ban dau 95°C trong 5 phit; 35 chu ky: bién tinh
95°C trong 1 phat, gan mdi: 53°C trong 1 phut, kéo dai mdi: 72°C trong 1 phit;
kéo dai cudi cung: 72°C trong 10 phut.

+ “cagPAI empty”: bién tinh ban dau 95°C trong 5 phut; 30 chu ky: bién
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tinh 94°C trong 1 phiit, gin mdi: 53°C trong 1 phiit, kéo dai mdi: 72°C trong 1
phut; kéo dai cudi cung: 72°C trong 10 phut.

- Poc két qua: San pham PCR dugc dién di trén gel agarose 1% c6 bo sung
Red view (thudc nhuém DNA), dién thé 80V, trong 1 gid, kém thang chuan
100 bp. Xem hinh anh di¢n di dudi dén cuc tim.

+ Pbi vai gene oipA:

. Cac mAu c6 san pham khuéch dai kich thudc 450 bp: oip4 (+).

. Cac mau khong c6 san pham khuéch dai kich thudc 450 bp: oipA (-).

+ Dbi voi gene babA2:

. Cac mau co6 san pham khuéch dai kich thudc 832 bp: babA2 (+).

. Cac mau khong c6 san pham khuéch dai kich thudc 832 bp: babA2 (-).

+ Pbi v6i gene cagd, cagE: Cac miu s& dugc thuc hién phan tmg PCR véi
cap mdi dic hiéu gene cagd, cagE, va cip moi dic hiéu ving cagPAl empty dé
khang dinh su hién dién c6 hoic khong cic gene cagd, cagkE.

. Cac mau c6 san pham khuéch dai kich thude tir 450-600 bp: cagAd (+). Cac
mau khong c6 san pham khuéch dai kich thudc tir 450-600 bp: cag4 (-).

. Cac mau c6 san pham khuéch dai kich thudc 508 bp: cagE (+). Cac mau
khoéng c6 san pham khuéch dai kich thude 508 bp: cagE (-).

. Cac mAu c6 san pham khuéch dai kich thudc 550 bp: cagPAI empty (+).
Céac mau khong c6 san pham khuéch dai kich thudc 550 bp: cagPAI empty (-).

. Cac mau c6 dong thoi cagd (+)/ cagE (+)/ cagPAI empty (+) hodc cagA
(-)/ cagE (-)/ cagPAI empty (-) s€ bi loai khoi nghién ctru.
2.2.6.8. Thuec hién ky thudt gidi trinh ty vung tin hiéu gene oipA dé xac dinh trang
thai chire ndng “bdt/ tit” cia gene oipA

- Pbi véi cac mau duong tinh véi gene oipA, thuc hién lai phan tng PCR

tuwong (mg vai thé tich phan tng 50 pl dé giai trinh ty.
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- Pién di san pham PCR trén gel agarose 1%, sau d6 cat bang DNA dic
hi¢u trén gel.

- Tinh sach san pham PCR tir gel bang kit GeneJET gel extraction (Thermo
Scientific).

- Giai trinh tu san pham PCR theo phuong phap Sanger thuc hién tai 1st
BASE Laboratory (Seri Kembangan, Malaysia) dung BigDye Terminator v.3
Kit (Applied Biosystems, Foster City, CA, USA) trén may gidi trinh ty gene tu
dong Applied Biosystems 3730 Genetic Analyzer (Thermo Fisher Scientific) .

- Nhan két qua giai trinh tu dudi dang file .seq va .abl. Phan tich két qua
giai trinh ty bang phan mém BioEdit. BLAST trinh ty clia tng mau véi trinh
tu gene twong ung da dugc cong bo.

- X4c dinh s6 1an 1ap lai cua cac dinucleotide CT. Tt do, x&c dinh trang thai
chtrc nang “bat/ t4t”, mo hinh CT 1ap lai, vi tri bat dau CT lap lai.

2.2.7. Phwong phdp thu thép va xie Iy sé ligu
2.2.7.1. Phwong phdp thu thdp sé liéu

- Thu thap thong tin hanh chinh, triéu chtng 1am sang, két qua noi soi cta
cac bénh nhan nd1 soi ti€u hoa trén c6 xét nghiém urease nhanh duong tinh.

- Céac bénh nhan c6 nhiém H. pylori duge xac dinh bang xét nghiém urease
nhanh s€ duoc nuoi céy, dinh danh vi khuan H. pylori, va xét nghi€ém moé bénh
hoc (nhém bénh viém da day qua ndi soi).

- Cac bénh nhan dugc nudi cdy H. pylori thanh cong, miu vi khuan sau d6
duogc thyc hién cac k¥ thuat sinh hoc phan tir dé xac dinh céc gene oipA, babA?2,
cagFE, cagA, va xac dinh trang thai “bat/ tat” ctia gene oipA.
2.2.7.2. Xur Iy thong ké

S6 liéu duoc phan tich bang phan mém SPSS 26.0 va phan mém R
Statistical Environment v4.2.2 [19]. Cac bién s6 dinh lugng dugc mé ta bang

trung binh vé1 do 1¢ch chuan, bién dinh tinh dugc mé ta béng tan sd va ty 1¢
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%. Phép kiém Chi binh phuong (Chi-square test) dugc st dung dé so sanh
su khac biét giira cac ty 1&; voi nhitng nhom c6 tan s6 thap, stt dung phép
kiém Fisher (Fisher’s exact test).

Dung ty suat chénh (OR: odds ratio) va khoang tin ciy 95% ctia OR
(95%CI: confidence interval) trong phan tich hoi quy logistic nhi phan don
bién dé khao sat mdi lién quan giita cac gene, t6 hop gene va bénh viém loét
da day ta trang. Cac nghién ctu trude day cho thidy mdi lién quan cé ¥ nghia
théng ké cua tudi va gidi véi bénh 1y da day ta trang [14], [91], [125]. Bén
canh d6, gene babA2 duogc cac nghién ciru trude day ghi nhan c6 mdi lién quan
voi loét da day ta trang, viém teo va di san rudt [27], [139]. Do d6, md hinh
héi qui logistic nhi phan da bién dugc str dung dé tim hiéu moéi lién quan giira
cac gene cua H. pylori trong nghién ctru v61 bénh viém loét da day ta trang
khi c6 hiéu chinh véi tudi va gii. Phan tich hoi quy logistic Firth dugc st
dung trong cac trudng hop phan bd bénh viém loét da day ta trang theo cac
gene nghién ctru co tan sb bang 0, do khi d6 hoi quy logistic nhi phan khong
thé dua dén nhirng udc tinh hiru han cho OR va 95% CI [99], va khi dir li¢u
cang thua thot s& ddn dén nhitng dao dong 16n trong wde tinh khoang tin cay
95% ctia OR [57], [59]. Céac phép kiém co ¥ nghia thong ké khi p < 0,05.
2.3. PAO PUC TRONG NGHIEN CUU

pé cuong nghién ctru da dugc Ho1 déng dao dtrc trong nghién ctru y sinh,
Truong Pai hoc Y- Duoc, Pai Hoc Hué thong qua va cho phép tién hanh véi
ma s6 H2021/389.

Bénh nhan duoc nghién ctru vién giai thich day du loi ich va nguy co khi
tham gia nghién ctru. T4t ca bénh nhan dong ¥ tham gia nghién ctru s& ky don
dong v tw nguyén tham gia nghién ciru.

Céc xét nghiém nudi cy H. pylori, md bénh hoc, va cac xét nghiém sinh
hoc phan tir déu hoan toan mién phi (do nghién ctru vién chi tra).

Thong tin ca nhan ctia bénh nhan duoc gitt bi mat thong qua viéc ma hoa

trén may tinh dé dam bao quyén loi riéng tu ctia bénh nhan.
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Bénh nhan dén noi soi tiéu hoa trén dugc phong van dé tuyén chon vao
nghién ctru (1087).

Loai tru:

C6 tién sir phau thuat da day ta trang (20).

C6 tién sir rdi loan dong mau (50).

C6 tién str ding PPI, bismuth, khang sinh trong 2-
4 tuan trude ndi soi (265).

Khong dong y tham gia (132).

A 4

Bénh nhan dugc ndi soi tiéu hoda trén, sinh thiét mau mo, va xét nghiém
urease nhanh (620).

h 4

Loai trur: X¢ét nghiém urease nhanh am tinh (350).

Bénh nhan duoc nudi cay H. pylori (270).

—» | Loai trir: Nudi cdy am tinh (53).

v

Thyc hién cac k¥ thuét sinh hoc phan tr (217):

- Chan doan nhiém H. pylori bang PCR.

- Xac dinh sy hién dién cac gene 0ipA, babA2, cagE va cagA bang PCR v&i
cdp moi dic hiéu timg gene.

- Xéc dinh trang thai “bat/ tat” gene oip4 bang giai trinh ty Sanger.

Loai tru:

DNA khong du chét lugng va sb lugng (5) .
— | Tin hiéu giai trinh tu 0ip4 bi nhiéu (25).

Két qua PCR cua cagd, cagE, cagPAI empty khong
tuong thich (14).

v

173 mau duogc dua vio nghién clru sau cung nham:

- Xac dinh ty 1¢ cac gene va t6 hop gene oipA “bat/ tat”, babA2, cagE va cagA.

- Khao sat mdi lién quan giita cic gene va to hop gene oipA “bat/ tat”, babA2, cagE va
cagA véi cac thé bénh viém, loét da day ta trang.

So @6 2.1. So' dd nghién ctru
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Chuong 3
KET QUA

Tu thang 5/2021 dén thang 10/2022, ching t61 da chon dugc 173 bénh

nhan viém, loét da day ta trang c6 nhiém H. pylori tai Trung TAm Noi Soi —

Noi Soi Can Thiép, Bénh Vién Trudng Pai Hoc Y Dugce Can Tho du tiéu chuan

dua vao nghién ctru va thu dugc két qua nhu sau:

3.1. PAC PIEM CHUNG CUA BENH NHAN VIEM, LOET DA DAY TA

TRANG CO NHIEM H. PYLORI TRONG NGHIEN CUU

3.1.1. Pic diém tuoi, gidi, tinh trang hit thubc ld ciia nhém nghién civu

Tuodi trung binh ctia bénh nhéan trong nghién ctru 1a 42,60 + 15,10 tudi.

Bang 3.1. Dic diém tudi, gidi, tinh trang hut thude 1a

cua nhom nghién ctru (n=173)

Piic diém chung S6 bénh nhan Ty 1€ (%)
) <40 81 46,8
Nhom tuoi
>4() 92 53,2
Nam 85 49,1
Gidi tinh
N 88 50,9
] Co 35 20,2
Hut thuoc la
Khong 138 79,8
Nhan xét:

- Nhém tudi >40 chiém da sb (53,2%).
- Gi6i nam chiém 49,1%.

- Bénh nhan ¢6 hat thude 14 chiém 20,2%.



58

3.1.2. Pdc diém bénh viém, loét da day td trang ciia nhém nghién ciru
3.1.2.1. Bac diém néi soi va mé bénh hoc & bénh nhéin viém, loét da day ta

trang c6 nhiém H. pylori trong nghién citu

Bang 3.2. Bac diém ndi soi va md bénh hoc & bénh nhan viém, loét

da day ta trang co nhiém H. pylori

Piic diém n (%)
Viém sung huyét 71 (54.2)
Dang | Viém trot noi 30 (22,9)
viem da | Viém trot phang 12 (9,1)
day trén | Viém xuét huyét 3(2,3)
ndi soi | Viém trao ngugc dich mat 1 (0,8)
(n=131) | Viém teo 11(8,4)
Viém da : :
Viém phi dai 3(23)
day man .
Viém man khong cé ton thuong 38 (29,0)
(n=131) .
tién ung thu
Dac . - —
i Viém man c6 ton thuong tién 93 (71,0)
diéem moé
ung thu
hoc .
Viém teo 69 (52,7)
(n=131)
Viém teo + di san rudt 17 (13,0)
Viém teo + loan san 7 (5,3)
Loétdaday | Vitri |Daday 15 (35,7)
ta trang loét trén | Ta trang 20 (47,6)
(n=42) ndi soi | Ca da day va ta trang 7 (16,7)

Nhan xét: Trong 131 bénh nhan viém da day man, dang viém thuong gap
qua ndi soi la viém sung huyét (54,2%), mo bénh hoc ghi nhan viém man khong
t6n thuong tién ung thu 14 29,0%, viém man c6 ton thuong tién ung thu (gém

viém teo, di san rudt, loan san) la 71,0%. Trong 42 bénh nhan loét da day ta
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trang, loét ta trang thuong gap nhat (47,6%).

3.1.2.2. Phén b6 cdc thé bénh viém, loét da day td trang trong nghién civu

® Viém da day man khong co
ton thuong tien ung thu

42 (243%) | 3822,0%)

" Viém da day man c6 ton
thuong tien ung thu
" Loét da day ta trang

Biéu dd 3.1. Phan bd cac thé bénh viém, loét da day ta trang (n=173)

Nhin xét: Trong 173 bénh nhan nghién ctru, viém da day man c6 ton
thuong tién ung thu chiém 53,7%; loét da day ta trang chiém 24,3%:; viém da
day man khong c6 ton thuong tién ung thu chiém 22,0%.
3.1.2.3. Méi lién quan giita nhém tuéi va giéi tinh ciia bénh nhén véi bénh
viém, loét da day td trang

Bang 3.3. Phan b6 nhom tudi va gidi tinh theo bénh viém, loét da day ta trang

Bénh viém, loét da day ta trang, n (%)
Pic diém (n) | VDDMKTUT LDDTT VDDMCTUT | p
(n=38) (n=42) (n=93)
Nhém tuoi
<40 (81) 21 (55.3) 10 (23,8) 50 (53,8) 0,003
>40 (92) 17 (44,7) 32 (76,2) 43 (46,2)
Gidi tinh
Nam (85) 15 (39,5) 29 (69,0) 41 (44,1) 0,011
Nir (88) 23 (60,5) 13 (31,0) 52 (55,9)

VDDMKTUT: viém da day man khéng c6 ton thuwong tiéen ung thie, VDDMCTUT: viém da
day man cé tén thwong tién ung thie, LDDTT: loét da day td trang

Nhén xét: Co sy khac biét c6 y nghia thong ké vé su phan bd nhom tudi va gisi
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tinh theo bénh viém, loét da day ta trang v6i p< 0,05. Bénh nhan >40 tudi c6 ty
1€ cao hon trong nhom loét da day té trang (76,2%) so véi nhém viém da day
man khong c6 ton thuong tién ung thu (44,7%). Nam gidi ¢ ty 1 cao hon trong
nhom loét da day ta trang (69,0%) so véi nhom viém da day man khong co ton
thwong tién ung thu (39,5%).

3.1.3. Cdc triéu churng lam sang cua cdac bénh nhdn viém, loét da day ta trang
c6 nhiém H. pylori

3.1.3.1. Ty I¢ cac triéu chung lam sang

Chan an 26,6%

Nén, budn noén 27,7%

1]

O hoi, ¢ chua 37,0%

Nong rat thuwong vi 38,2%

Pay bung, khé tiéu 46,2%

Dau thuwong vi 5,9%

(=]

10 20 30 40 50 60 70
Biéu dd 3.2. Cac triéu chimg 1am sang ctia bénh nhan viém, loét da day ta
trang c6 nhiém H. pylori (n=173)
Nhén xét: Triéu chimg 1am sang thudng gip nhit ¢ cac bénh nhan 1a dau

thuong vi chiém 65,9%, ké dén 1a day bung kho tiéu chiém 46,2%. Triéu chtng



it gap nhat 13 chan an chiém 26,6%.

3.1.3.2. Méi lién quan giita triéu chimng lam sang véi bénh viém, loét da day td

trang

Bang 3.4. Phin b6 triéu chimg 1am sang theo bénh viém, loét da day ta trang

(n=173)
Bénh viém, loét da day ta trang, n (%)
Tri¢u ching lam
‘ VDDMKTUT | VDDMCTUT | LDDTT | p
T (n=38) (n=93) (n=42)
Pau Co 25 (65,8) 58 (62,4) | 31(73,8)
thugng vi | Khong | 13 (34,2) 35 (37,6) 11(26,2) 040
Dy bung, | C6 14 (36,3) 45 (48,4) | 21(50,0)
khé tidu | Khong | 24 (63,2) 48 (51,6) | 21(50,0) o4l
Néngrat | Cé 15 (39,5) 36 (38,7) 15 (35,7)
thuong vi | Khong | 23 (60,5) 57(61,3) | 27(64,3) 0230
Choi,o0 | Co 15 (39,5) 39 (41,9) 10 (23,8)
chua | Khong | 23 (60,5) 54(58,1) | 32(76,2) 0122
Non, budn | C6 9 (23,7) 28 (30,1) 11 (26,2)
nén | Khong | 29 (76,3) 65(69,9) | 31(73,8) 0733
Co 13 (34,2) 22 (23,7) 11(26,2)
Chan an 0,462
Khong | 25 (65,8) 71(76,3) | 31(73,8)

VDDMKTUT: viém da day man khéng ton thwong tién ung thw, VDDMCTUT: viém da day

man cé tén thwong tién ung thi, LDDTT: loét da day td trang

Nhan xét: Chua ghi nhan su khac biét co y nghia thong ké vé su phan bd cac

tri¢u chig 1am sang theo bénh viém, loét da day ta trang (p>0,05).
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3.2. CAC GENE VA TO HOQP GENE oipA “bat/ tat”, babA2, cagE va cagA
CUA VI KHUAN HELICOBACTER PYLORI O BENH NHAN VIEM,
LOET DA DAY TA TRANG

3.2.1. Gene 0ipA cua H. pylori

3.2.1.1. Ty 1é trang thai “bdt/ tat” cia gene oipA

4,0%
7173
(7/173) = Bat

Tit

96,0%

(166/173)

Biéu dd 3.3. Ty I¢ trang thai “bat/tit” clia gene 0ipA cia H. pylori (n=173)
Nhan xét: Ty 1¢ chung H. pylori mang gene oipA “bat” chiém 96,0%, oipA
“t4t” hién dién véi ty 1¢ thap (4,0%).
3.2.1.2. Phdn b6 nhém tudi va giGi tinh bénh nhan theo trang thdi “bat/ tit”
gene oipA cua H. pylori
Bang 3.5. Phan b6 nhom tudi va gidi tinh theo
trang thai “bat/ tit” gene oipA (n=173)

2 Gene oipA, n (%)
Pac diém (n) - p
“Bat” (n=166) “Tat” (n=7)
Nhém tudi
<40 (81) 78 (47,0) 3(42,9) 1,000
>40 (92) 88 (53,0) 4 (57,1)
Giéi
Nt (88) 85(51,2) 3(42,9) 0717
Nam (85) 81 (48,8) 4(57,1)

Nhin xét: Khong ghi nhan su khac biét co y nghia thdng ké vé su phan
bd nhom tudi va gidi tinh theo trang thai “bat/ tit” gene oipA4 (p > 0,05).
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3.2.1.3. Cdc mé hinh CT Idp lai & ving trinh tw tin hiéu dau 5’ ciia gene oipA
Bang 3.6. Ty 18 cac md hinh CT lip lai & dau 5’ cta gene oipA4 (n=173)

Trang thai chirc ,
niing () M6 hinh CT lap lai So lugng| Ty 1€ (%)

2+1+1+1 55 31,8
3+1 45 26,0

2+3+1 23 13,3

6a 7 4,0

6b 3 1,7

3+2 7 4,0

3+4 3 1,7

1+4 3 1,7

2+1+3 2 1,2

9 2 1,2

“Bat”
2+3 2 1,2
(n=166)

5 2 1,2

4+1 2 1,2

5+2 1 0,6

Cac m6 hinh CT lap moi
cua gene oipA “bat”

2+1+1 4 2,3

1+1+1+1 2 1,2

2+1+1+1 1 0,6

3+1 1 0,6

8 1 0,6
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10 1 0,6
7 2 1,2
“Tat” 8 1 0,6
(n=7) 5 1 0,6
4+2 1 0,6
6+2 1 0,6
Chil thich: Trinh ti viing tin hiéu gene oipA (5- 3°) ciia moi kiéu mé hinh CT Idp lai dwoc
liet ke é’phdn phu luc.
Nhan xét:

Ttr két qua giai trinh ty tin hiéu & dau 5° clia gene oipA cta 173 chung
H. pylori ghi nhan tong cong 25 kiéu mod hinh CT lip lai, gdm 19 mo hinh
ctia gene oipA “bat” va 6 mé hinh cia gene oipA4 “tat”.

- Trong s6 19 kiéu mé hinh CT lap lai cia gene oip4 “bat”, mo hinh
“2+1+1+1” thudong gap nhat (31,8%), ké dén 1a mo hinh “3+1” (26,0%), mo
hinh “2+3+1” (13,3%), mo hinh “6a + 6b” (5,7%), va cac mo hinh con lai
chiém ty 1é thap. C6 5 mo hinh CT lap mdi cla gene oipd “bat” dugc ghi
nhan.

- Trong cac md hinh CT lap cua gene oip4 “tat”, méd hinh “7” thuong gip

nhat (1,2%), cdc mo hinh con lai ¢6 ty 18 bang nhau (0,6%).
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260 270 280 290
A ATGAAAAAAACCCTTTTACTCTTTCTGTTTTTCTCGTTTTGGCTC

AN AN AN

230 260 270 280 290
B ATGAAAAAAACCCTTTTACTTTTTCTGTCTTTCTCGTTTTGGCT

AA NN AN AN

250 260 270 280 290
C ATGAAAAAAACTCTTTTACTCTTTCTGCCTTTCTCGTTTTGGCT

WA AW ANWAIWANNWWWAIANA AN

260 270 280 290 30
D AT GAAAAAAACCCTTTTACTAACTCTCTTTCTTTCGTTITTGGCTC

) 260 270 280 2%0
E ATGAAAAAAGCTCTCTTACTAACTCTCTCTCTCTCTCTTTGGCTC

AN WA AN A

Hinh 3.1. Trinh ty cAc m6 hinh CT lap lai méi & gene oipA “bat”
A. MO hinh“2+1+17,B.M6 hinh“1+1+1+17,
C.MO6 hinh “2+1+1+17,D. M6 hinh “3 + 1", E. M0 hinh “8”

3.2.1.4. Tinh lién tuc cua mo hinh CT lap lai ¢ vung trinh tu tin hiéu dau 5’ ciia
gene oipA
Bang 3.7. Phan b6 tinh lién tuc cia mo hinh CT 1ap lai ¢ vung trinh ty tin
hiéu dau 5’ theo trang thai “bat/ tat” ciia gene oip4 (n=173)

Gene oipA, n (%)
Tinh lién tuc cia i} )
“Bat” “Tat” Tong, n (%) p
mo hinh CT lap
(n=166) (n=7)
Lién tuc 15 (9,0) 5(71,4) 20 (11,6)
: <0,001
Khong lién tyc 151 (91,0) 2 (28,6) 153 (88,4)

Nhan xét: Phan 16n m6 hinh CT 1ap lai & vung trinh ty tin hi¢u dau 5’ cua
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gene oipA 14 khong lién tuc (88,4%). C6 su khac biét ¢6 ¥ nghia théng ké vé su
phan b tinh lién tuc ctia md hinh CT 1dp lai & vung trinh tu tin hiéu dau 5’ theo

trang thai “bat/ tat” clia gene oipA (p<0,05).

Ty 1€ %
100
80
60
® Khong lién tuc
40 B [ién tuc

20

0ipA "tiit"

0ipA "bdt"
Biéu d6 3.4. Tinh lién tuc ciia mo hinh CT 1ap lai theo trang thai “bat/ tat” cua
gene 0ipA (n=173)

Nhan xét: Mo hinh CT Idp lai khong lién tuc hién dién véi ty 1€ cao
(91,0%) & gene oipA “bat”. Mo hinh CT Iap lai lién tuc hién dién véi ty 1€ cao
(71,4%) & gene oipA “tat”. Sy khac biét c6 ¥ nghia thong ké (p < 0,05).
3.2.1.5. Vi tri bat dau cia mé hinh CT lap lai o vung trinh tu tin hiéu dau 5°
cua gene oipA

Bang 3.8. Phan bd vi tri bat dau cia mo hinh CT lap lai ¢ vung trinh ty tin

hiéu dau 5’ theo trang thai “bat/ tat” gene oipA (n=173)

L Gene 0ipA, n (%) ;
Vi tri bat dau cia moé . Tong
“B:’.it” “Tﬁt” p
hinh CT lap lai n (%)
(n=166) (n=7)
Vi tri +19 88 (53,0) 2 (28,6) 90 (52,0) 0962
Vi tri +23 78 (47,0) 5(71,4) 83 (48,0) ’

Nhan xét: Vi tri bat dau cia mo hinh CT ldp lai ¢ ving trinh tu tin hiéu dau 5°
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ctia gene oipA thuong gip & vi tri +19 (52,0%). Chua ghi nhan méi lién quan
giita vi tri bat diu ctia mo hinh CT lp lai va trang thai “bat/ tat” clia gene oipA
(p > 0,05).

3.2.2. Gene babA2 cua H. pylori

3.2.2.1. Ty lé cac chung H. pylori mang gene babA?2

25,4%
(44/173)

® Dwong tinh
74.6% = Am tinh
129/ 173)

Biéu d 3.5. Ty 1¢ mang gene babA2 cia H. pylori (n=173)
Nhén xét: Trong s6 173 chang H. pylori nghién ctru, c6 74,6% cac chung
mang gene babA2 (+).
3.2.2.2. Phdn bé nhém tuéi va gidi tinh bénh nhdn theo gene babA2 ciia H. pylori
Bang 3.9. Phan bd nhom tudi va gi6i tinh theo gene babA2 cua H. pylori

(n=173)
Gene babA2, n (%)
Pic diém (n) babA2 (+) babA2 (-) p
(n=129) (n=44)
Nhém tudi
<40 (81) 62 (48,1) 19 (43,2) 0,575
>40 (92) 67 (51,9) 25 (56,8)
Gidi
Nt (88) 64 (49,6) 24 (54.5) 0,572
Nam (85) 65 (50,4) 20 (45,5)

Nhan xét: Khong ghi nhan su khac biét c6 y nghia thong ké vé su phan bd
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nhém tudi va giéi tinh theo sy hién dién gene babA2 cia H. pylori (p > 0,05).
3.2.3. Gene cagA va cagE cua H. pylori
3.2.3.1. Ty Ié cdc ching H. pylori mang gene cagFE, gene cagA, t6 hop cagA/ cagE

16,2%
(28/173)

(145/173)

=cagE (+) = cagE () =cagA (+) =cagA ()
Biéu d6 3.6. Ty 18 mang gene cagE va cagA ctua H. pylori (n=173)
Nhan xét: Trong 173 chung H. pylori nghién cuu, ty 1€ chung H. pylori
mang gene cagAd (+) 1a 83,8%, va cagE (+) 1a 83,8%.

100

82,6%
80

Ty1e 60
(%)
40

20 150%
|

(x)' (X)l c0d B N @l 0%
ot e oe? (%

Biéu d 3.7. Ty 18 mang t6 hop cagd/ cagE ciia H. pylori (n=173)
Nhan xét: Trong s6 173 ching H. pylori nghién ctru, c6 82,6% chung mang
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ca cagA (+)/ cagE (+). Chung c6 t0 hop cagd (-)/ cagE (-)chiém 15,0%. Ching
mang t6 hop cagd (+)/ cagE (-) hoic cagA (-)/ cagE (+) chiém 1,2%.
3.2.3.2. Phdn bé nhém tudi va gidi ciia bénh nhdn theo t6 hop cagA/ cagE
Bang 3.10. Phan bd nhom tudi va gidi tinh theo t6 hop cagd/ cagE (n=173)

To hop cagA/ cagE, (n, %)
Dic diém | cagd(t) | cagd (+) | cagd () | cagd ()
(n) cagE (+) cagE (-) | cagE(+) | cagE (- P
(n=143) (n=2) (n=2) (n=26)

Nhém tudi

<40 (81) | 66(46,2) | 2(100,0) | 0(0,0) | 13(50,0)

>40 (92) | 77(53.8) 0(0,0) | 2(100,0) | 13(50,0) 0322
Gi6i tinh

Nit (88) 69 (48,3) | 2(100,0) | 2(100,0) | 15(57.7)

Nam (85) | 74 (51,7) 0 (0,0) 0(0,0) | 11(42,3) 0193

Nhan xét:

- Chua ghi nhan su khéc biét c6 ¥ nghia thong ké vé su phan b nhom tudi

ctia bénh nhén theo t6 hop gene cagd/ cagE cua H. pylori (p=0,322 > 0,05).

- Chura ghi nhan sy khéc biét c6 y nghia thong ké vé sy phan b gidi tinh

ctia bénh nhén theo t6 hop gene cagd/ cagE cua H. pylori (p =0,195> 0,05).
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3.2.4. Méi lién quan giita cdc gene 0ipA, babA2, cagE va cagA ciia H. pylori

3.2.4.1. Moi lién quan giita gene oipA, babA2, cagE vdi gene cagA ciia H. pylori

Bang 3.11. Phan bd céac gene cagE, babA2, oipA “bdt/tat”

theo gene cagd (n=173)

Cac gene 0ipA, babA2, cagE

Gene cagA, n (%)

cagA (+)

cagA (-)

(n) b
(n=145) (n=28)
Gene oipA
oipA "bat" (166) 142 (97,9) 24 (85,7)
: 2 0,014
oipA "tat" (7) 3(2,1) 4(14,3)
Gene babA2
babA2 (+) (129) 122 (84,1) 7 (25,0)
<0,001
babA?2 (-) (44) 23 (15,9) 21 (75,0)
Gene cagE
cagE (+) (145) 143 (98,6) 2(7,1)
<0,001
cagkE (-) (28) 2(1,4) 26 (92,9)

Nhan xét: Co su khac biét co y nghia thong ké vé phan bd cac gene babA2,
oipA “bat/tat”, cagE theo gene cagd (p< 0,05).

- Ty 1€ chung H. pylori c6 cagA (+) c6 mang gene oipA "bat" 1a 97,9%.

- Ty 1€ chung H. pylori c6 cagA (+) c6 mang gene babA2 (+) 1a 84,1%.

- Ty 1€ chung H. pylori ¢6 cagA (+) c6 mang gene cagE (+) 1a 98,6%.
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3.2.4.2. Méi lién quan giita gene babA2 va t6 hop gene cagA/ cagE vdi trang
thai “bat/ tat’gene oipA ciia H. pylori
Bang 3.12. Phan bd gene babA2, to hop gene cagA/ cagE
theo gene oipA “bat/ tat” ciia H. pylori (n=173)

Gene oipA, n (%)
Gene babA2, ]
§ oipA "bat" oipA "'tat" p
to hop cagA/ cagE (n)
(n=166) (n=7)
Gene babA2
babA2 (+) (129) 125 (75,3) 4 (57,1)
0,372
babA2 (-) (44) 41 (24,7) 3(42,9)
To hop gene cagA/ cagE
cagA (+)/cagE (+) (143) 140 (84,3) 3(42,9)
cagA (t)/cagkE (-) (2) 2(1,2) 0(0,0) 0,025
cagA (-)/cagE (+) (2) 2(1,2) 0 (0,0)
cagA (-)/cagkE (-) (26) 22 (13,3) 4 (57,1)

Nhéan xét:
- Khong c6 mdi lién quan gitra trang thai “bat/ tit” gene oipA4 va gene babA2
(p >0,05).
- C6 su khac biét c6 ¥ nghia thong ké vé phan bd cac to hop gene cagAd/
cagE theo trang thai “bat/ tit” cta gene oipA (p< 0,05). Ty 1é ching H. pylori
mang t0 hop gene cagd (+)/cagE (+) c6 mang oipA “bat” (84,3%) cao hon

mang oipA “tat” (42,9%).
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3.2.5. T6 hop gene cagA/ cagE/ 0ipA/ babA2 ciia H. pylori

Bang 3.13. T6 hop gene cagA/ cagE/ 0ipA/ babA?2 ciia H. pylori (n=173)

T6 hop cagA/ cagE/ 0ipA/ babA2 S6 lwong Ty 18 (%)
cagA (+)/ cagE (+)/ oipA "bat"/ babA2 (+) 117 67,6
cagA (+)/ cagE (+)/ oipA "bat"/ babA?2 (-) 23 13,3
cagA (+)/ cagE (+)/ oipA "tat"/ babA2 (+) 3 1,7
cagA (+)/ cagE (-)/ oipA "bat"/ babA2 (+) 2 1,2
cagA (-)/ cagE (+)/oipA "bat"/ babA2 (-) 2 1,2
cagA (-)/ cagE (-)/ oipA "bat"/ babA2 (+) 6 3,5
cagA (-)/ cagE (-)/ oipA "bat"/ babA2 (-) 16 9,2
cagA (-)/ cagE (-)/ oipA "tat"/ babA2 (+) 1 0,6
cagA (-)/ cagE (-)/ oipA "tat"/ babA2 (-) 3 1,7

Tong 173 100

Nhan xét: Trong s6 173 chiung H. pylori nghién ciru:

- Chung mang cagd (+)/ cagE (+)/ oipA "bat"/ babA2 (+) chiém ty 1& cao

nhat (67,6%).

- Ching mang cagd (+)/ cagE (+)/ oipA "bat"/ babA2 (-) chiém 13,3%,

ching mang cagd (-)/ cagE (-)/ oipA "bat"/ babA2 (-) chiém 9,2%.

- Chi ¢6 3 ching c6 cagd (-)/ cagE (-)/ oipA "tat"/ babA2 (-) chiém ty 1¢

1,7%.
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3.3. MOI LIEN QUAN GIUA CAC GENE VA TO HQP GENE oipA “bit/
tit”, babA2, cagE va cagA CUA HELICOBACTER PYLORI VOI CAC
THE BENH VIEM, LOET DA DAY TA TRANG
3.3.1. Moi lién quan giita tirng gene oipA “bat/ tit”, babA2, cagE va cagA
ciia H. pylori véi cdc thé bénh viém, loét da day td trang
3.3.1.1. Méi lién quan giita gene oipA “bdt/ tat” vi cdc thé bénh viém, loét da day
ta trang

Bang 3.14. Phin bd gene oipA “bat/ tat” cua H. pylori theo cac thé bénh

viém, loét da day ta trang (n=173)

Bénh viém, loét da day ta trang, n (%)
Gene oipA
@) VDDMKTUT LDDTT VDDMCTUT p
n
(n=38) (n=42) (n=93)
“bat” (166) 33 (86,8) 42 (100,0) 91 (97,8) 0.010
“tat” (7) 5(13,2) 0 (0,0) 2(2,2) ’

VDDMKTUT: viém da day man khong t6n thiwong tién ung thw, VDDMCTUT: viém da day man cé
ton thuwong tién ung thu, LDDTT: loét da day ta trang
Nhan xét: Co su khac bi¢t c6 y nghia thong ké vé sy phan bo gene oipA “bat/

tat” cta H. pylori theo cac thé bénh viém, loét da day ta trang véi p <0,05. Ty
1&¢ nhiém ching H. pylori mang gene oipA “bat” & nhém LDDTT (100,0%) va
VDDMCTUT (97,8%) cao hon so vé1 nhom VDDMKTUT (86,8%).

Bang 3.15. Phan tich hoi quy logistic vé mdi lién quan gitta gene oipA “bdt/

tit” cta H. pylori va céc thé bénh viém, loét da day ta trang

Gene LDDTT so véi VDDMKTUT | VDDMCTUT so véi VDDMKTUT

oipA OR (95%CI) p * OR (95%CI) p

“tat” 1 1
“bat” 13,96 (1,49-1856,39) 0,016 6,89 (1,28-37,27) 0,025

Chai thich: nhom viém da day man khong c6 ténjhtfong tién‘ ung thu (VDDMKTUT) la nhom chitng
de so sanh. VDDMCTUT: viém da day man c6 ton thiong tién ung thi, LDDTT: loét da day td trang.
*: phan tich bang phép kiem hoi quy logistic Firth, package (logistf) trong R.
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Nhén xét: Nhiém ching H. pylori c6 mang gene oipA “bat” lam ting nguy co
LDDTT 1én gip 13,96 lan (95% CI: 1,5-1856,39) va ting nguy co
VDDMCTUT lén gap 6,89 1an (95% CI: 1,28-37,27) so v&i nhiém chiing mang
gene oipA “tat”.

3.3.1.2. Méi lién quan giita gene babA2 ciia H. pylori vdi cdc thé bénh viém,
loét da day ta trang

Bang 3.16. Phan bd gene babA2 ciia H. pylori theo cac thé bénh viém, loét
da day ta trang (n=173)

Bénh viém, loét da day ta trang, n (%)
Gene babA2 (n) | VDDMKTUT LDDTT VDDMCTUT | p
(n=38) (n=42) (n=93)
babA2 (+) (129) 28 (73,7) 30(71,4) 71 (76,3) 0.823
babA?2 (-) (44) 10 (26,3) 12 (28,6) 22 (23,7)

VDDMKTUT: viém da day man khéng ton thirong tién ung thie, VDDMCTUT: viém da dday man ¢

ton thiwong tién ung thu, LDDTT: loét da ddy td trang

Nhén xét: Chua ghi nhan su khac biét c¢6 ¥ nghia thong ké vé phan bd

gene babA2 cua H. pylori theo bénh viém, loét da day ta trang (p > 0,05).

Bang 3.17. Phan tich hoi quy logistic vé méi lién quan giita gene babA2 va

céc thé bénh viém, loét da day ta trang

VDDMCTUT so voi
LDDTT so voéi VDDMKTUT
Gene babA2 VDDMKTUT
OR (95%CI) OR (95%CI) p
babA2 (-) 1 1
babA2 (+) 0,89 (0,33 - 2,39) 0,822 1,15(0,48 —2,74) 0,748

Chii thich: nhém viém da day man khéng cé ton thicong tién ung thue (VDDMKTUT) la nhém chitng dé so

sanh. VDDMCTUT: viém da day man cé ton thirong tién ung thu, LDDTT: loét da day td trang.

Nhan xét: Chua ghi nhan méi lién quan giita nhiém ching H. pylori mang

gene babA2 (+) vanguy co LDDTT hoac VDDMCTUT.
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3.3.1.3. Moi lién quan giita gene cagA, cagFE, t hop gene cagd/ cagE va cdc

thé bénh viém, loét da day td trang

Bang 3.18. Phan bd gene cagd, cagE, t6 hop gene cagA/ cagE ctua H. pylori

theo cdc thé bénh viém, loét da day ta trang (n=173)

Bénh viém, loét da day ta trang, n (%)

Gene cagA, cagE,
2 VDDMKTUT | LDDTT | VDDMCTUT p
to hop cagA/ cagE (n)
(n=38) (n=42) (n=93)
Gene cagA
cagA (+) (145) 27 (71,1) 40 (95,2) 78 (83.,9) 0.014
cagA (-) (28) 11(28,9) 2 (4,8) 15 (16,1) ’
Gene cagE
cagE (+) (145) 27 (71,1) 40 (95,2) 78 (83,9) 0.014
cagE (-) (28) 11 (28,9) 2 (4,8) 15 (16,1) ’
T6 hop cagA/ cagE
cagA (t)/ cagE (+) (143) 27 (71,1) 40 (95,2) 76 (81,7) 0.016
Cac t6 hop cagA/ cagE ,
. 11 (28,9) 2(4,8) 17 (18,3)
con lai (30)

VDDMKTUT: viém da day man khéng tén thirong tién ung thw, VDDMCTUT: viém da dday man cé ton
thwong tién ung thir, LDDTT: loét da day td trang

Nhan xét: Co su khac biét co ¥ nghia théng ké vé phan bd gene cagd, gene

cagE, 16 hop gene cagA/ cagE cta H. pylori theo bénh viém, loét da day ta trang voi

p <0,05:

- Ty 1& nhiém ching H. pylori mang gene cagd (+) hoic cagFE (+) & nhom
LDDTT (95,2%) va VDDMCTUT (83,9%) cao hon so véi nhém VDDMKTUT

(71,1%).

- Ty 1& nhiém chung H. pylori mang t6 hop cagd (+)/ cagE (+) & nhém
LDDTT (95,2%) va VDDMCTUT (81,7%), cao hon so v&1 nhom

VDDMKTUT (71,1%).
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Bang 3.19. Phan tich hdi quy logistic don bién vé méi lién quan giita gene

cagA, cagE, t6 hop cagA/ cagE véi cac thé bénh viém, loét da day ta trang

LDDTT so voi

VDDMCTUT so voi

Gene VDDMKTUT VDDMKTUT
OR (95%CI) p OR (95%CI) p

Gene cagA

cagA (-) 1 1

cagA (1) 8,15(1,67-39,71) 0,009 | 2,12 (0,87-5,17) 0,099
Gene cagE

cagk (-) 1 1

cagE (+) 8,15(1,67-39,71) 0,009 | 2,12 (0,87-5,17) 0,099
T6 hop cagA/ cagE
Cac t6 hop cagd/ | |
cagE con lai
cagA (+)/ cagE (+) 8,15(1,67-39,71) 0,009 | 1,82 (0,76 —4,38) 0,180

Chii thich: nhém viém da day man khéng cé ton thwong tién ung thu (VDDMKTUT) la nhém chiing dé

so sanh. VDDMCTUT: viém da day man c6 ton thuwong tién ung thu, LDDTT: loét da day td trang.

Nhan xét:

- Nhiém chung H. pylori mang gene cagA (+) hodc gene cagFE (+) 1am
tang nguy co LDDTT 1én gép 8,15 lan (95%CI: 1,67-39,71), nhung khong lién

quan nguy co VDDMCTUT so v6i nhiém chung H. pylori c6 cagA(-) hoic

cagkE (-).

- Nhiém chang H. pylori mang t6 hop gene cagd (+)/ cagE (+) 1am ting
nguy co LDDTT lén gap 8,15 1an (95%CI: 1,67-39,71) nhung khong lién quan
nguy co VDDMCTUT so voi nhiém ching H. pylori mang cic t6 hop cagA/

cagE con lai.
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3.3.1.4. Méi lién quan giita t6 hop cagA/ cagE, oipA”bdt/ tit”, babA2 ciia H.

pylori, nhém tudi, giéi tinh ciia bénh nhan véi cac thé bénh viém, loét da day

td trang

Bang 3.20. Phan tich hoi quy logistic da bién vé mbi lién quan giita to hop
cagA/ cagE, gene oipA "bat/ tat

VJJ

tinh vGi cac thé bénh viém, loét da day té trang

. gene babA2 cua H. pylori , nthém tudi, gioi

VDDMCTUT so voi

, LDDTT so véi VDDMKTUT
Yéu to VDDMKTUT
aOR (95%CI) p aOR (95%CI) p

T6 hop cagA/ cagE
Cac t6 hop cagd/ . .
cagE con lai
cagA (+)/ cagE (+) 9,25 (1,51 - 86,38) 0,014 1,67 (0,55 -5,06) 0,361
Gene babA2

babA?2 (-) 1 1

babA2 (+) 0,29 (0,05 - 1,19) 0,088 0,79 (0,27 - 2,34) 0,669
Gene oipA

oipA “tit” 1 1

oipA “bat” 10,55 (0,88 - 1504,97) 0,066 | 6,41 (1,13 —36,28) 0,036
Nhém tudi

<40 1 1

>40 2,75 (0,98 - 7,95) 0,054 1,15(0,52 -2,52) 0,731
Giai tinh

Nir 1 1

Nam 2,55 (0,91 - 7,32) 0,075 1,29 (0,58 —2,87) 0,538

Chu thich: nhom viém da day man khong co ton thuong tlen ung thi (VDDMKTUT) la nhém chirng dé so
sanh. VDDMCTUT: viém da day man c6 ton thwong tién ung thu, LDDTT: loét da day ta trang, aOR:

adjusted odds ratio: 1y sudt chénh hiéu chinh. *: phén tich bang phép kiém hoi quy logistic Firth, package

(logistf) trong R.

Nhén xét: Trong mo hinh hdi quy logistic da bién danh gia méi lién quan
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giita to hop gene cagA/ cagE, gene babA2, gene oipA “bat/ tat”, nhom tudi va
gidi tinh cta bénh nhan véi cac thé bénh viém, loét da day ta trang ghi nhan:

- Nhiém ching H. pylori mang to hop gene cagd (+)/ cagE (+) 1am ting
nguy co LDDTT 1én gap 9,25 (95% CI: 1,51 - 86,38) nhung khong lién quan
nguy co VDDMCTUT so voi nhiém ching H. pylori mang cic t6 hop cagA/
cagE con lai.

- Nhiém ching H. pylori c6 mang gene oipA “bat” lam ting nguy co
VDDMCTUT 1én gip 6,41 (95% CI: 1,13 —36,28) nhung khong lién quan nguy
co LDDTT so véi nhiém ching H. pylori mang gene oipA “tit”.

- Khong ghi nhan méi lién quan giita gene babA2 (+) cua H. pylori, nhdom
tudi va gi6i tinh ctia bénh nhan va nguy co LDDTT hodc VDDMCTUT.

3.3.2. Méi lién quan giiva cdc té hop gene oipA, babA2, cagE va cagA ciia H.
pylori véi cdc thé bénh viem, loét da day td trang
3.3.2.1. Méi lién quan giita t6 hop cagA/ oipA véi cdc thé bénh viém, loét da
day ta trang
Bang 3.21. Phin bd t6 hop cagA/ oipA theo cac thé bénh
viém, loét da day ta trang (n=173)

Bénh viém, loét da day ta trang, n (%)

To hop gene
VDDMKTUT | LDDTT | VDDMCTUT p
cagA/ oipA (n)
(n=38) (n=42) (n=93)
cagA (+)/ oipA “bat” (142) 24 (63,2) 40 (95,2) 78 (83,9)
Céc t0 hop cagA/ oipA4 0,001

P . s 14 (36,8) 2(4,8) 15 (16,1)

con lai (31)

VDDMKTUT: viém da day man khéng ton thirong tién ung thu, VDDMCTUT: viém da day man cé ton
thirong tién ung thu, LDDTT: loét da day td trang.

Nhén xét: Co su khac biét c6 y nghia thong ké vé phan bd cua té hop gene
cagA/ oipA ctua H. pylori theo cac thé bénh viém, loét da day t4 trang véi
p<0,05. Ty 18 nhiém ching H. pylori mang to hop gene cagd (+)/ oipA “bat” &
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nhom LDDTT (95,2%) va VDDMCTUT (83,9%) cao hon so véi nhom
VDDMKTUT (63,2%).
Bang 3.22. Phan tich hdi quy logistic vé mdi lién quan gitta t6 hop gene

cagA /oipA va cac thé bénh viém, loét da day ta trang

. LDDTT so véi VDDMCTUT so véi
To hop gene
VDDMKTUT VDDMKTUT
cagA/ oipA
OR (95%CI) p OR (95%CI) p

Céc t6 hop | |
cagA/ oipA con lai
cagA (+)/oipA “bat” | 11,67 (2,44-55,83) 0,002 | 3,03 (1,28 -7,17) 0,011

Chii thich: nhém viém da day man khéng c6 ton thuong tién ung thie (VDDMKTUT) la nhém chitng dé so
sanh. VDDMCTUT: viém da day man ¢ ton thwong thirong tién ung thie, LDDTT: loét da day td trang
Nhén xét: Nhiém ching H. pylori mang t6 hop gene cagd (+)/ oipA “bat” 1am

tang nguy co LDDTT 1én gap 11,67 lan (95%CI: 2,44- 55,.83) va ting nguy co
VDDMCTUT Ién gép 3,03 1an (95%CI: 1,28 — 7,17) so véi nhiém ching H. pylori
mang cac t6 hop cagA/ oipA con lai.
3.3.2.2. Moi lién quan giita té hop cagA/ babA2 véi cdc thé bénh viém, loét da day
ta trang

Bang 3.23. Phan bd t0 hop cagd/ babA?2 theo céac thé bénh viém, loét da day ta

trang (n=173)

Bénh viém, loét da day ta trang, n (%)
VDDMKTUT | LDDTT | VDDMCTUT
(n=38) (n=42) (n=93)

To hop gene
cagA/ babA2 (n)

cagA (1) babA2 (+) (122) 25(65,8) | 30(71,4) | 67 (72,0)

. 13 (34,2) 12 (28,6) 26 (28,0)
cagA/ babA2 con lai (51)

Céc t6 hop 0,767

VDDMKTUT: viém da day man khéng ton thieong tién ung thw, VDDMCTUT: viém da day man c6 ton
thwong tién ung thie, LDDTT: loét da day td trang.
Nhan xét: Chua ghi nhin sy khac biét co ¥ nghia thong ké vé phan b cua
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t6 hop gene cagd/ babA2 cta H. pylori theo cac thé bénh viém, loét da day ta

trang (p>0,05).

Bang 3.24. Phan tich hoi quy logistic vé mdi lién quan gitra cagd/ babA2 véi cac

thé bénh viém, loét da day ta trang

. LDDTT so véi VDDMCTUT so voi
To hop gene
VDDMKTUT VDDMKTUT
cagA/ babA2
OR (95%CI) p OR (95%CI) p
Céc t6 hop | |
cagA/ babA2 con lai

cagA (+)/ babA2 (+)

1,3 (0,50 — 3,35)

0,587

1,34 (0,60 —3,01) 0,478

Chii thich: nhém viém da day man khéng c6 ton thwong tién ung th (VDDMKTUT) la nhém chimg dé

so sanh. VDDMCTUT: viém da day man cé ton thicong tién ung thu, LDDTT: loét da ddy td trang

Nhan xét: Chua ghi nhan mdi lién quan giita nhiém ching H. pylori mang to

hop gene cagAd (+)/ babA2 (+) va nguy co LDDTT hoac VDDMCTUT so voi

nhiém ching H. pylori mang céc to hop cagA/ babA2 con lai.

3.3.2.3. Moi lién quan giita t6 hop gene oipA/ babA2 véi cdc thé bénh viém,

loét da day ta trang

Bang 3.25. Phan bd to hop oipA / babA2 theo céc thé bénh

viém, loét da day ta trang (n=173)

., Bénh viém loét da day ta trang, n (%)

To hop gene

VDDMKTUT | LDDTT | VDDMCTUT p
0ipA / babA2 (n)
(n=38) (n=42) (n=93)
oipA “bat”/ babA2 (+) (125) 24 (63,2) 30 (71,4) 71 (76,3)
Cac t6 hop oipA / babA2 0,307

. 14 (36,8) 12 (28,6) 22 (23,7)

con lai (48)

VDDMKTUT: viém da day man khéng ton thieong tién ung thw, VDDMCTUT: viém da day man c6 ton

thirong tién ung thu, LDDTT: loét da day td trang.

Nhan xét: Chua ghi nhan sy khéc biét c6 ¥ nghia thong ké vé phan bd cia td hop
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gene 0ipA/ babA2 cta H. pylori theo cac thé bénh viém, loét da day ta trang (p>0,05).
Bang 3.26. Phan tich hoi quy logistic vé méi lién quan gitra t6 hop gene
0ipA / babA2 vdi cac thé bénh viém, loét da day t4 trang

] LDDTT so véi VDDMCTUT so véi

To0 hop gene

VDDMKTUT VDDMKTUT
0ipA / babA2
OR (95%CI) p OR (95%CI) p
Céc t6 hop | |
0ipA | babA?2 con lai

oipA “bat”/ babA2 (+) | 1,46 (0,57-3,73) 0,431 | 1,88(0,83-425) 0,128

Chii thich: nhém viém da day man khéng cé ton thwong tién ung thw (VDDMKTUT) la nhém chimg dé so
sanh. VDDMCTUT: viém da day man c6 ton thirong thiong tién ung thu, LDDTT: loét da day td trang

Nhén xét: Chua ghi nhan mdi lién quan giira nhiém chung H. pylori mang t6 hop
oipA “bat”/ babA2 (+) va nguy co LDDTT hoac nguy co VDDMCTUT so véi
nhidém chung H. pylori mang cac to hop 0ipA / babA2 con lai.
3.3.2.4. Méi lién quan giita t6 hop cagA/ cagE/ oipA véi cdc thé bénh viém, loét
da day ta trang
Bang 3.27. Phan b t6 hop cagd/cagE/oipA
theo cac thé bénh viém, loét da day ta trang (n=173)

) Bénh viém, loét da day ta trang, n (%)
To hop gene

VDDMKTUT | LDDTT | VDDMCTUT | »p
(n=38) (n=42) (n=93)

cagA/ cagE/ oipA (n)

cagA (H)/cagE (V)oipA “bat” (140) | 24 (63,2) 40 (95,2) 76 (81,7)

Céc t6 hop 0,001
14 (36,8) 2 (4,8) 17 (18,3)

cagA/cagE/oipA con lai (33)

VDDMKTUT: viém da day man khéng ton thwong tién ung thie, VDDMCTUT: viém da dday man cé ton thwong
tién ung thie, LDDTT: loét da day td trang.

Nhén xét: C6 sy khac biét co ¥ nghia thong ké vé phan bd cta to hop cagd/ cagE/
0ipA cta H. pylori theo cac thé bénh viém, loét da day ta trang véi p < 0,05. Ty 1¢



82

nhiém chang H. pylori mang t6 hop gene cagd (+)/ cagE (+)/ 0ipA “bat” & nhom
LDDTT (95,2%) va VDDMCTUT (81,7%) cao hon so vdi VDDMKTUT (63,2%).
Bang 3.28. Phan tich hoi quy logistic vé méi lién quan gitra to hop gene

cagA/ cagE/ 0ipA véi cac thé bénh viém, loét da day ta trang

cagA/cagE/oipA con lai

- LDDTT so véi VDDMCTUT so véi
To hop gene
o £/ oind VDDMKTUT VDDMKTUT
cagrs casnrowp OR (95%CI) p OR (95%CI) p
Cacto h
op 1 1

cagA (+)/cagE (+)/
oipA “bat”

11,67 (2,44- 55,83) 0,002

2,61 (1,12 -6,06) 0,026

Chii thich: nhém viém da day man khéng cé ton thwong tien ung thu (VDDMKTUT) la nhém chimg dé so
sanh. VDDMCTUT: viém da day man c6 ton thirong thiong tién ung thu, LDDTT: loét da day td trang

Nhan xét: Nhiém ching H. pylori mang td hop gene cagd (+)/ cagE (+)/
0ipA “bat” lam ting nguy co LDDTT lén gap 11,67 1an (95%CI: 2.44- 55,83) va
ting nguy co VDDMCTUT lén gp 2,61 1an (95%CI: 1,12 -6,06) so voi nhiém

chiing mang cac t6 hop cagA/ cagE/ oipA con lai.

3.3.2.5. Moi lién quan giita t6 hop cagAl cagE/l babA2 véi cdc thé bénh viém,

loét da day ta trang

Bang 3.29. Phan bd t6 hop cagd/ cagE/ babA?2 theo céac thé bénh viém, loét da
day ta trang (n=173)

. Bénh viém, loét da day ta trang, n (%)
To hop gene
VDDMKTUT | LDDTT | VDDMCTUT p
cagA/ cagE/ babA2 (n)
(n=38) (n=42) (n=93)
cagA (+)/cagE (+)/
g4 (H)/cagh () 25 (65,8) 30(71,4) 65 (69,9)
babA2 (+) (120)
; 0,850
To6 hop cagA/ cagE/ babA2
o 13 (34,2) 12 (28,6) 28 (30,1)
con lai (53)

VDDMKTUT: viém da day man khong ton thirong tién ung thw, VDDMCTUT: viém da day man c6 ton
thuwong tién ung thu, LDDTT: loét da day ta trang.
Nhéan xét: Chua ghi nhan sy khac biét co6 y nghia thong ké vé phan bo t6 hop gene
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cagA/ cagE/ babA?2 cua H. pylori theo bénh viém, loét da day ta trang véi p > 0,05.
Bang 3.30. Phan tich hoi quy logistic vé méi lién quan giira

t6 hop gene cagd/ cagE/ babA2 va bénh viém, loét da day ta trang

T8 h LDDTT so véi VDDMCTUT so vé6i
0 ene
Pe VDDMKTUT VDDMKTUT
cagA/ cagE/ babA2 5 5
OR (95%CI) p OR (95%CI) p
Cac t6 hop

cagA/ cagE/ babA2 con lai

cagA (+)/cagk (+)/babA2 (+) | 1,30 (0,50- 3,35) 0,587 | 1,21 (0,54 —2,70) 0,646

Chii thich: nhém viém da day man khéng cé ton thwong tién ung thw (VDDMKTUT) la nhém chimg dé so

sanh. VDDMCTUT: viém da day man c6 ton thirong thiong tién ung thu, LDDTT: loét da day td trang
Nhan xét: Khong ghi nhan mdi lién quan gitta nhiém chang H. pylori mang t6
hop gene cagA (+)/cagE (+)/babA2 (+) va nguy co LDDTT hodac VDDMCTUT so

v6i nhiém chung mang cac t6 hop cagd/ cagE/ babA2 con lai.
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Chuong 4
BAN LUAN

Qua nghién ctru xac dinh cac gene oipA, babA2, cagE va cagA cua 173
ching H. pylori phan 1ap tir 173 bénh nhan viém, loét da day t4 trang c6 nhiém
H. pylori, chung t61 c6 mot s6 ban luan sau:

4.1. PAC PIEM CHUNG CUA BENH NHAN VIEM, LOET DA DAY TA
TRANG CO NHIEM H. PYLORI TRONG NGHIEN CUU
4.1.1. Pic diém tudi, gidi, tinh trang hiit thuéc ld ciia nhém nghién civu

Tubi trung binh cta 173 bénh nhan viém, loét da day ta trang do nhiém H.
pylori trong nghién ctru cua chung t6i 1a 42,6 + 15,1. Két qua khong khac nhiéu
so v&i nghién ctru cua tac gid Ha Thi Minh Thi (2020) thuc hién trén 106 bénh
nhan c6 bénh 1y da day ta trang 1a 41,2 + 14,1 [17]. Tuy nhién, két qua cua
ching t61 cao hon nghién ctru cia Pang Ngoc Quy Hu¢ (2018) thuc hién trén
176 bénh nhan VDDM 1a 38,8+10,6 tudi [6], nhung thap hon so vdi nghién
clru cuia cac tac gia nhu Nguyén Thi Mai Ngan (2021) thyuc hién trén 115 bénh
nhan c6 bénh 1y da day té trang 1a47,7+17,2 tudi [14] hodc Azizimoghaddam
thuc hién trén 70 bénh nhan c6 bénh 1y da day ta trang 1a 45,6 tudi [28]. Su
khac biét ndy c6 thé do khac biét vé ¢& mau, dia du, hodc khac biét vé ty 16 cac
nhom bénh ly da day ta trang trong nghién cuu.

Chuing t6i phan nhom tudi ctia bénh nhan trong nghién ctru thanh 2 nhom:
<40 va >40, vi tac gia Nguyén Thi Mai Ngan ghi nhan c6 su khac biét co
nghia thong ké vé phan bd bénh 1y da day ta trang c6 nhiém H. pylori gitta
nhom <40 va >40 [14]; hoic tac gia Nguyén Lam Tung cho thay tir 40 tudi tro
l1én lién quan véi tdng nguy co viém teo va di san rudt [90]. Mot nghién ciu

tai Thuong Hai ciing chon ngudng 40 tudi dé danh gia nguy co loét da day ta
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trang [125]. Trong nghién ctru ctia chung t6i, nhom tudi >40 chiém 53,2%, ty
1é nam gidi chiém 49,1%, nit gidi chiém 50,9% (Bang 3.1). Két qua nghién
ctru cta chiing t6i twong tu két qua ciia Nguyén Thi Mai Ngan va Chomvarin
cling ghi nhan phan 16n bénh nhan trong nghién ctru tir 40 tudi trd 1én, khong
c6 su chénh 1éch dang ké vé gidi tinh [14], [42]. Nghién ctru cua El Khadir
trén 823 bénh nhan cling ghi nhan gi¢1 nam (50,2%) va nir (49,8%) [69]. Theo
mot nghién ctru tong hop nam 2017, nhiém H. pylori rt pho bién trong dan
s6, nén su phan bd khong khac biét rd theo gidi [62].

Chung toi ghi nhan ¢ 20,2% bénh nhén trong nghién ctru ¢6 hut thude
14. Két qua nghién ctru ctia chung t6i cao hon cua Pang Ngoc Quy Hué chi
ghi nhan ty 1¢ bénh nhan dang hut thudc 14 14 13,6% [6]. Su khac biét c6 thé
do khac biét vé ¢ miu, cach chon mau va phan b dija du.
4.1.2. Pic diém bénh viém, loét da day td trang trong nghién ciru
4.1.2.1. Pac diém ndi soi va mé bénh hoc & bénh nhéan viém, loét da day ta
trang c6 nhiém H. pylori trong nghién citu

Trong 131 bénh nhan viém da day man, dang viém da day thuong gap

qua ndi soi la viém sung huyét (54,2%), dac diém mo hoc ghi nhan viém man
khong c6 ton thuong tién ung thur 1a 29% (38/131), va viém man c6 ton thuong
tién ung thu (viém teo, di san rudt, loan san) 1a 71% (93/131) (Bang 3.2). Két
qua nay twong tu voi nghién ctru cua tac gia Pham Ngoc Doanh va Quach Trong
Dirc déu ghi nhan dang viém da day thuong gip qua ndi soi 1 viém sung huyét,
xét nghiém mé hoc ghi nhin viém teo chiém ty 1& cao [4], [5]. Bén canh do,
ching t61 cling ghi nhéan trong 42 bénh nhan loét da day ta trang, loét ta trang
thudng gip nhat (47,6%) (Bang 3.2). Két qua ndy twong ty véi nghién ctru cua
Nguyén Lam Tung ciing ghi nhin & cac truong hop loét da day ta trang do
nhiém H. pylori, loét ta trang thuong gap nhat [90].
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4.1.2.2. Phén bé cdc thé bénh viém, loét da day td trang trong nghién civu

Nhiém H. pylori di duoc ching minh 13 tdc nhan chinh gay viém da day
man, loét da day t4 trang, va vai tro trong tién trinh sinh ung thu da day kiéu
rudt voi cac giai doan tién ung thu gém viém teo, di san rudt, loan san [44].
Trong nghién ctru ciia chung t6i, cac bénh nhan viém da day man khong c6 ton
thuong tién ung thu chiém 22%, viém da day man c6 ton thuong tién ung thu
chiém 53,7%, va loét da day ta trang chiém 24,3% (Biéu d6 3.1). Ty 1¢ bénh
nhan c6 loét da day ta trang trong nghién ctru cua chiing td1 tuong tu voi nghién
ctru ctia Nguyén Thi Mai Ngan (24,3%); thap hon nghién ctru ciia Ha Thi Minh
Thi (28,1%) [14], [18]. Két qua nghién ciru ciia chung toi vé ty 1¢ viém da day
man c6 ton thuong tién ung thu chiém 53,7%. Téc gia Quach Trong Puc (2011)
ghi nhin & cac bénh nhan viém da day man, ty 1¢ ton thuong tién ung thu nhu
viém teo chiém 58,6%, hodc di san rudt chiém 28,9% [5]. Tac gia Nguyén
Quang Chung (2007) ghi nhan ty I¢ bénh nhan viém da day man c6 viém teo
hang vi 1a 91,5%, di san rudt hang vi 1a 26,5% [3].
4.1.2.3. Moi lién quan giita nhém tuéi va gidi véi bénh viém, loét da day td
trang

Nghién ctru ctia chung t6i ghi nhan c6 méi lién quan giira tudi va bénh
viém, loét da day ta trang. Bénh nhan tir 40 tudi trd 1én c6 ty 1¢ cao hon trong
nhom LDDTT (76,2%) va VDDMCTUT (46,2%) so véi nhom VDDMKTUT
(44,7%) (Bang 3.3). Nghién ctru ciia tac gia Nguyén Thi Mai Ngan (2021) ciing
cho thiy bénh nhén trén 40 tudi c6 ty 18 cao & nhom loét da day ta trang (67,9%)
so v&1 nhdm viém da day man (58,2%) [14]. Nghién ctru cua Farzi cling cho
thdy tudi trung binh & nhom loét da day ta trang cao hon so véi nhom viém da
day man [53].

Ngoai ra, nghién ctru ciia chiing toi cling cho thay su khac biét vé gioi
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tinh giita cac thé bénh viém, loét da day ta trang. Ty 1é nam giéi trong nhém
LDDTT (69%) cao hon so vé1i nhom VDDMKTUT (39,5%), trong khi nit gii
lai chiém ty 18 cao trong nhém VDDMKTUT (60,5%) so véi trong nhoém
LDDTT (31%), va su khac biét c6 ¥ nghia thong ké (Bang 3.3). Nghién ciru
ctia Nguyén Thi Mai Ngén ciing cho thay ty 1& nam gidi trong nhom loét da day
ta trang (67,9%) cao hon so v4i nhom viém da day man (35,8%), trong khi nix
gidi lai chiém ty 1¢ cao trong nhom viém da day man (64,2%) so véi trong nhém
loét da day t4 trang (32,1%) [14]. Nghién ctru cta tac gid Shahini Shams Abadi
(2021) trén 200 bénh nhan c6 bénh 1y da day ta trang ciing cho thay ty 1¢ nam
gidi trong nhom loét da day ta trang chiém 61,9% cao hon so v§i nhom viém
da day man (39,3%), trong khi nir gidi lai chiém ty 1€ cao trong nhom viém da
day man (60,7%) so v&i1 trong nhom loét da day ta trang (38,1%), va su khac
biét c6 ¥ nghia théng ké (p=0,006) [109]. Tac gia Wang ciing ghi nhan gidi
nam 1a yéu t6 nguy co ctia loét da day ta trang [125].
4.1.3. Cac triéu churng lam sang cua cdc bénh nhan viém, loét da day ta trang
c6 nhiém H. pylori

Pau bung thuong vi 13 triéu chimg 14m sang thuong gip nhat ¢ cac bénh
nhan viém, loét da day ta trang (65,9%) (Biéu dd 3.2). Ching t6i chua ghi nhan
su khac biét co ¥ nghia thong ké vé su phan bd triéu ching 14m sang theo bénh
viém, loét da day ta trang (Bang 3.4). Ty 1¢ bénh nhan c6 tri¢u chimg dau
thuong vi trong nghién ctru khéng khac nhiéu so véi nghién ctru cua Ping
Ngoc Quy Hué (2018) (68,8%) [6], Nguyén Thi Mai Ngan (68,7%) [14], nhung
cao hon so v&i nghién ctru cia Pham Hong Khanh (44,6%) [11]. Ngoai ra,
nghién ctru cta chung ti ciing ghi nhin céc triéu ching khac nhu: day bung
kho ti€u (46,2%), nong rat thuong vi (38,2%), o hoi, ¢ chua (37%). Phan 16n

cac nghién ctiru déu ghi nhan dau thugng vi 1a triéu ching 1am sang thudng gip
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O cac bénh nhan c6 bénh 1y da day ta trang, ty I¢ cac tri¢u chimng khac di kem
c6 thé khac biét giita cac nghién ctru c6 thé do tridu chimg bénh 1y da day ta
trang kha da dang, va tuy vao cam giac chu quan cua ting bénh nhan.

4.2. CAC GENE VA TO HOP GENE oipA “bit/tit”, babA2, cagE va cagA
CUA VI KHUAN HELICOBACTER PYLORI O BENH NHAN VIEM,
LOET DA DAY TA TRANG

4.2.1. Gene 0ipA cua H. pylori

4.2.1.1. Ty 1é trang thdi “bdt/ tat” cia gene oipA

Gene oipA ma hoa protein OipA, 13 mot trong cac chét két dinh quan
trong ctia H. pylori [82]. Trang thai chirc ning "bat/tat” ctia gene oipA tuy thudc
vao so lan 13p lai cta cac dinucleotide CT ¢ vung 5° cua gene, dugc diéu chinh
boi co ché bét cap sai do hién tuong trugt cia mach SSM (slipped strand
mispairing) [134], [136]. Mdt nghién clru phan tich gép ndm 2013 da ching
minh x4c dinh trang thai chirc ning cta gene oip4 gitup hiéu rd vé vai tro cua
gene nay ctia H. pylori trong co ché bénh sinh bénh da day t4 trang hon so véi
chi xac dinh c6 hoac khong su hién hién ctua gene oip4 [79].

Tir két qua giai trinh tu ving trinh ty m3 hoa peptid tin hiéu cta gene
oipA trén 173 chung H. pylori phan lap tir cdc bénh nhan c6 bénh viém, loét da
day ta trang ghi nhan ty 1¢ chung H. pylori mang gene oipA “bat” 1a 96%
(166/173) (Biéu dd 3.3). Ty 1& ching H. pylori mang gene oipA “bat” trong
nghién ctru cia ching t6i twong tw voi nghién ctru tir cac nude Pong A, déu
dugc ghi nhan trén 90%. Zhao (2020) nghién ctru trén 177 chung H. pylori phan
lap tir bénh nhan ¢ Trung Qubc da ghi nhan ty 18 gene oipA4 “bat” 1a 100%
[141]. Ando (2002) ghi nhan ty 1€ gene oipA “bat” la 100% & cac chung H.
pylori phan 1ap tir cac bénh nhan & cac nude Pong A (Trung Qudc, Nhat Ban,

va An Do) [22]. Kim nghién ciru trén 233 ching H. pylori phan 1ap tir bénh
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nhan Han Qudc di xac dinh ty 1& gene oip4 “bat” 1a & 98,7% oipA1 va 99,1%
0ipA2 [71]. Tuy nhién, ty 1€ gene oipA “bat” ghi nhan trong nghién clru cia
chung t6i cao hon mdt sd nghién ctru ¢ cac nudc phuong Tay. Tac gia
Dossumbekova nghién ctru trén 58 chung H. pylori phan 1ap tur cdc bénh nhan
0 Duc ghi nhan ty 1€ gene oipA “bat” la 59% [50]. Nghién ctru cua tac gia
Markovska trén 69 chung H. pylori tai Bulgary ghi nhan ty 1€ gene oip4 “bat”
la 81% [80]. Nghién ctlru cua tac gia Braga trén 95 chung H. pylori tai Brazil
ghi nhan ty 1¢ gene oip4 “bat” 1a 81,1% [36]. Nghién ctru cua tac gia Torres
trén 113 chung H. pylori tai Venezuela ghi nhan ty 1€ gene oipA “bat” 1a 83%
[120]. Su khac biét vé ty 18 gene oipA “bat” cua H. pylori trong nghién ctru clia
chiing t6i so v6i két qua tir cac nudc phuong Ty phu hop voi két ludn cia
Yamaoka 13 yéu t6 doc luc cta cac chung H. pylori khac biét theo ving dia ly
[132]. Ngoai ra, ty I¢ gene oipA “bat” cao trong cac chung H. pylori trong
nghién ciru ciing ph hop véi gia thuyét rang cac chung H. pylori & cac nudc
Pong A c6 doc luc cao hon so véi cac chung H. pylori & cac nudc phuong Tay.
4.2.1.2. Phdn bé nhém tudi va gioi tinh bénh nhdn theo trang thai “bat/ tat”
gene oipA cua H. pylori

Chung t6i chua ghi nhan mdi lién quan giita nhém tudi va gidi tinh cta
bénh nhan véi trang thai “bat/ tat” gene oip4 cua H. pylori (p>0,05) (Bang 3.5).
Nhiém H. pylori rat phd bién trong dan sb, nén nguy co nhiém céac ching H.
pylori mang doc luc hau nhu it khac biét giira cac doi tuong bénh nhan.
4.2.1.3. Cdc mé hinh CT Idp lai & ving trinh tw tin hiéu dau 5’ ciia gene oipA

Phan tich m6 hinh CT Idp lai & vung trinh ty tin hiéu dau 5’ cua gene

0ipA, chung t6i ghi nhan c6 tong cong 25 kiéu mé hinh CT lip, trong d6 c6 19
mo hinh “bat” (Bang 3.6). Nghién ctru ciia ching toi ghi nhan s6 luong mo hinh

CT lap lai & cac chung H. pylori mang gene oipA “bat” (19 kiéu md hinh CT
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trén 166 chung H. pylori) cao hon so vdi cac nghién ctru khac & cac qudc gia
Pong A va cac qubc gia phuong Tay. Cac nghién ctru thuc hién tai cic quc
gia Pong A ghi nhan s6 luong cac md hinh CT lap lai ciia gene oipA4 “bat” dao
dong tir 7 dén 13 mé hinh. Xue (2021) ghi nhan c6 7 kiéu mé hinh CT lip lai
trén 237 ching H. pylori mang gene oipA “bat” tai Trung Qubc [130]. Zhao
nghién ctru trén 177 ching H. pylori mang gene oipA “bat” tai Trung Quéc cho
thay s6 luong mé hinh CT 13p lai ctia 0ip4 “bat” 1a 12 mé hinh [141]. Kim ghi
nhan 13 mo hinh CT lap lai trén 230 ching H. pylori mang gene oipA1 “bat”
tai Han Quéc [71]. Cac nghién ctru thuc hién tai cac qudc gia phuwong Tay ghi
nhan sd luong cac mo hinh CT 1dp lai cua gene oipA4 “bat” dao dong tur 3 dén 5
mo hinh. Markovska (2011) nghién ctru trén 70 chung H. pylori mang gene
0ipA “bat” tai Bungary cho thay 5 kiéu mo hinh CT lap lai [80]. Torres (2014)
nghién ctru trén 88 ching H. pylori mang gene oipA “bat” tai Venezuela cling
ghi nhén 5 kiéu mé hinh CT 13p [120]. Braga (2019) chi ghi nhan c6 3 kiéu mé
hinh CT lap lai trén 77 chung H. pylori mang gene oip4 “bat” tai Brazil [36].
Chung t6i nhan thay rang s6 lugng kiéu mé hinh CT lap lai ctia gene oipA “bat”
ctia H. pylori trong cac nghién ctu Pong A cao hon so véi cac nghién ciu
phuong Tay. Két qua ctia ching t6i tham chi con ghi nhan s6 lwong kiéu mé
hinh CT lap ctia gene oip4 “bat” cao hon dit liéu ctia mot sé nude Pong A. Vi
H. pylori 1a mot loai vi khuan c6 tinh da dang di truyén cao nén su khac biét
nay co6 thé 1a do su khac biét vé dic diém di truyén theo ving dia 1y cua H.
pylori.

Trong nghién ctru ctia chiing t61, m6 hinh CT Idp lai cua gene oipA4 “bat”
thuong gap 1a “2+ 1 + 1 + 17 va “3 + 1” (Bang 3.6). Két qua cua chung t6i
tuong tu voi cac nghién ctru khéc tir cac nude BPong A [22], [71], [130], [141].

Tuy nhién, két qua nay khac v6i cac nghién ciru tir cac nudc phuong Tay thuong
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ghi nhan mé hinh CT l3p thuong gap nhét 1a mé hinh “6” CT [36], [50], [80],
[120]. Ngoai ra, ching t61 tim ra md hinh CT lap “2 + 3 + 1’ 1a m6 hinh thuong
gap thtr ba (Bang 3.6), tuy nhién trong cac nghién ctru trude day, néd chi dugc
tim thay & hai chung H. pylori phan 1ap tir bénh nhan Trung Quédc va mot ching
H. pylori phan lap tir bénh nhan Colombia [134], [141]. Ngoai ra, mdt s6 mo
hinh CT lap trudc day chi xuat hién & cac chang H. pylori phan 1ap tir cac bénh
nhan ¢ cac nude phuong Tay, vi du nhu m6 hinh “3 +4,” “5+ 2.7 “1 +4,” va
“9” CT [50], [80], [134], cling dugc ghi nhan trong nghién ciru (Bang 3.6).
Bén canh d0, ¢6 5 kiéu m6 hinh CT 1ap lai méi cua gene oipA “bat” cua H.
pylori chua dugc bdo cao trong cac nghién ctru trudc day, dugc ghi nhan trong
nghién ctru (Hinh 3.1). Qua d6, chiing t6i thiy rang cac moé hinh CT lap cua
gene oipA “bat” ciia cac chung H. pylori trong nghién ctru khac biét dang ké
voi nghién ctru tai cac nudc phuong Tay, va khac bi¢t nho so voi nghién clru
tir cac nudc Pong A khac. Két qua nghién ciru ctia chiing t6i phui hop voi két
luén tir mot sd nghién ctru trude day cling ghi nhan sy khac biét vé mé hinh CT
1ap lai trong vung ma hoa trinh tu tin hiéu cua gene oipA4 “bat” gitta cac chung
H. pylori cac nuéc Pong A va phuong Tay [22], [71]. Ngoai ra, c¢6 hai cach
giai thich tai sao mo hinh CT 13p cua gene oipA “bat” & cac chung H. pylori
trong nghién ctru cua ching t61 c6 su khac bi¢t nho so véi cac chung H. pylori
Poéng A khac. Ly do dau tién c6 thé 1a do su du nhap cac ching vi khuan H.
pvlori & khu vuc dia 1y khac vao Viét Nam thong qua cac du khach nudc ngoai.
Ly do thir hai c6 thé 1a do sy tién hoa cta vi khuan H. pylori dé thich nghi véi
diéu kién moi truong.

4.2.1.4. Tinh lién tuc cua mo hinh CT lap lai 6 vung trinh tu tin hiéu dau 5’ ciia
gene 0ipA

Nghién ctru ctia chung t61 c6 88,4% mo hinh CT Idp lai & vung trinh ty tin
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hiéu dau 5° ctia gene oipA 1a khong lién tuc, c6 mdi lién quan giira tinh lién tuc
cua mod hinh CT 13p lai ¢ vung trinh tu tin hi€u dau 5’ va trang thai chirc nang
cua gene oipA (Bang 3.7). M6 hinh CT Idp lai khong lién tuc hién dién voi ty
1¢ cao hon dang ké so voi mé hinh lién tuc & gene oip4 “bat” (Biéu db 3.4). Két
qua ctia chung t6i twong dong véi két luan ciia Yamaoka cho rang ciac mo hinh
CT lap lai khong lién tuc cé thé 1a két qua cua mdt thay ddi c6 muc dich vé
trang thai trong qué trinh tién hoa ctia vi khuan H. pylori dé ngan khong cho
gene oipA dé dang bi “tat” [133].
4.2.1.5. Vi tri bat dau ciia mé hinh CT lap lai 0 vung trinh tu tin hiéu dau 5’
cua gene oipA
Nghién ctru ghi nhan vi tri bat dau ctia mo hinh CT 1ap lai & vung trinh tu

tin hiéu dau 5° ctia gene oipA thuong gip & vi tri +19 (52%), va chua ghi nhan
mdi lién quan gitra vi tri vi tri bat dau ctia mé hinh CT 13p lai va trang thai churc
nang cua gene oipA (p>0,05) (Bang 3.8). Yamaoka (2002) ghi nhan c6 75%
cac ching H. pylori nghién ciru ¢6 vi tri bat dau cia mo hinh CT 1ap lai ¢ ving
trinh tu tin hiéu dau 5° cua gene oipA & vi tri +23 [134]. Sy khac biét nay co
thé do khac biét vé ving dia 1y, qua d6 cho thay tinh da dang ctia gene oipA4 cia
H. pylori.
4.2.2. Gene babA2 cua H. pylori
4.2.2.1. Ty lé cac chung H. pylori mang gene babA2

Gene babA2 ma hoa protein BabA 13 yéu td két dinh duoc nghién ciru
dau tién cua H. pylori. Nghién ciru ciia chiing t6i ghi nhan ty 1¢ ching H. pylori
mang gene babA2 (+) 1a 74,6% (Biéu d6 3.5).

Khi so sanh v6i mot s6 nghién ctru tai chau A, két qua nghién ctru cua
chting t6i thap hon so v&i nghién ctru ciia Lee (2021) tai Han Quéc ghi nhén ty
1€ H. pylori mang gene babA2 (+) 1a 79%, hodc nghién ctru cua Yu (2002) tai
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Trung Qudc ghi nhan ty 18 gene babA2 (+) 1a 79,8%, hodc nghién ctru cua
Azizimoghaddam (2023) tai Iran ghi nhan ty 1€ gene babA2 (+) 1a 97,1% [28],
[77], [139].

Tuy nhién, két qua nghién ctru cia ching t6i vé ty 1& ching H. pylori
mang gene babA2 (+) cao hon so vdi nghién ctru tai cac chau luc khac. Bucci
(2023) nghién ctru tai Argentina ghi nhan ty 1¢ gene babA2 (+) 1a 53% [37].
Molina-Castro (2019) nghién ctru tai Costa Rica ghi nhan ty 1¢ chung H. pylori
mang gene babA2 (+) 1a 44% [86]. Roman (2017) nghién ctru tai Mexico ghi
nhén ty 1€ gene babA2 (+) 1a 29,3% [103].

Nhin chung, két qua nghién ctru cua chung t6i vé ty 1é ching H. pylori
mang gene babA2 (+) thip hon so véi két qua tir cac nghién ctru thuc hién &
cac qubc gia chau A, va cao hon so v6i két qua tir cac nghién ctru thuc hién o
cac quoc gia chau My. Su khéc biét ndy gbp phan 1am rd gia thuyét vé dac diém
phan tr cia cac chung H. pylori c6 khac biét theo vung dia 1y [132], va cac
ching H. pylori & ving chau A c¢6 doc luc cao hon so véi cac ching H. pylori
tur cac chau luc khac [115].
4.2.2.2. Phdn b6 nhém tudi va gioi tinh bénh nhan theo sy hién dién gene babA2
cua H. pylori

Chung t6i chua ghi nhan méi lién quan gitta nhom tudi va gidi tinh cta
bénh nhan va sy hién dién gene babA2 cua H. pylori (p>0,05) (Bang 3.9). H.
pylori 14 tac nhan chinh gay viém, loét da day t4 trang, va su phat trién ctia viém
loét da day ta trang co lién quan v61 doc luc cua chung H. pylori [68]. Ching
t6i danh gia moi lién quan gitta sy hién gene doc luc babA2 cua H. pylori voi
dac diém nhom tudi va gidi tinh ciia bénh nhan nham xac dinh déi twong bénh
nhéan c6 nguy co nhiém chiung H. pylori mang doc luc cao, tuy nhién chua ghi

nhan moi lién quan nay trong nghién cuu.
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4.2.3. Gene cagE va cagA cua H. pylori
4.2.3.1. Ty 1é cac ching H. pylori mang gene cagE, cagA, té hop cagA/cagE
* Gene cagE

Gene cagE thudc cagPAL mi hoa protein CagE 1a thanh phan ning
luong ciia hé thong tiét loai IV (T4SS) [25]. Nghién ctru ctia ching toi ghi nhan
ty 16 chung H. pylori mang gene cagE (+) 12 83,8% (Biéu d6 3.6).

Khi so sanh véi cac qudc gia & ving chau A, két qua nghién ciu cua
chung t6i vé ty 18 gene cagFE (+) tuong tu voi nghién ctiru ciia Khatoon (2017)
thuc hién tai An D6 ghi nhan ty 18 gene cagE (+) 12 83% [70]; thap hon nghién
ctru cua Chomvarin (2008) tai Thai Lan ghi nhan ty 1¢ gene cagFE (+) 1a 88,4%
[42]. Tuy nhién so v&i nghién ctru & cac chau luc khac dugce nghién ctru gan
day, két qua cua ching toi vé ty 1& gene cagFE (+) cao hon so v&i nghién ciu
ctia El Khadir (2021) thyc hién tai Ma-rdc ghi nhén ty 1¢ ching H. pylori mang
gene cagk (+) 1a 55% [69]; nghién clru cua Lima (2011) thuc hién tai Brazil
ghi nhan ty 1¢ gene cagE (+) 1a 53,2% [78].

Hién nay chwa c6 nhiéu nghién ctru trong nudc bao cdo vé gene cagF, ¢b
nghién ctru ndm 2010 ctiia Nguyén Lam Tung thuc hién tai Ha Noi va Thanh
Phé Ho Chi Minh ghi nhan ty 1& gene cagE (+) ctua H. pylori 13 88% [90], cao
hon so véi két qua cua ching to1 thuc hién tai Can Tho.

Gene cagFE 1a gene chi diém sy hién dién cagPAl cua H. pylori dugc
nghién ctru nhiéu thtr hai sau gene cagd [29], [69]. Gene cagE dugc dé xuit 1a
chi diém tt hon cho su hién dién cua cagPAI [78]. Két qua budc dau cho thdy
¢ sy hién dién cao cta gene ndy & cac chung H. pylori, gop phan cung cap
thong tin vé dic diém doc luc cua H. pylori tai Viét Nam.

* Gene cagA

Gene cagA nam ¢ doan cudi dau 3” ctia dao sinh bénh cag (cagPAl), ma
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hoa protein lién quan doc td té bao CagA 1a yéu té doc luc chinh cua H. pylori
[67]. Nghién ctru ctia chiing t61 ghi nhan ty 1€ ching H. pylori mang gene cagA
(+) 12 83,8% (Biéu d6 3.6).

Khi so sanh v&i cac nghién ctru ¢ ving chau A, két qua khong khac nhiéu
v6i nghién ctru cta tac gia Tserentogtokh (2019) thyc hién tai Mong CO ghi
nhan ty 1€ gene cagA (+) 1a 83,1% [121]; hodc ctia Shetty (2021) nghién ctru tai
An D6 ghi nhén ty 18 gene cagd (+) 14 80,9% [112]. Tuy nhién, két qua nghién
ctru cua chung toi thap hon so véi nghién ciru cta tac gia Chomvarin (2008)
thuc hién tai Thai Lan ghi nhan ty 1€ gene cagA4 (+) 1a 98,2% [42]; nghién ctu
ctia Xue (2020) tai Trung Qudc ghi nhan ty 1& gene cagd (+) 1a 97% [130].
Ngoai ra, khi so sanh voi cac nghién ctru & cac qudc gia thude chau luc khéc,
két qua ctia chiing toi vé ty 18 gene cagA (+) cao hon so vi nghién ciru cta El
Khadir (2021) thuc hién tai Ma-rdc ghi nhén ty 18 gene cag4 (+) 1a 68,8% [69];
nghién ctru ctia Idowu (2019) tai Nam Phi ghi nhén ty 1€ gene cag4 (+) 1a 62%
[64]; hodc nghién ctru ctua Kishk (2019) thuc hién tai A1 Cap ghi nhan ty 1€
gene cagAd (+) 1a 53% [73]. Chang t6i nhan thay ty 1¢ gene cagd (+) trong
nghién ctru ctia chung t6i kha twong dong véi cac qudc gia chau A khac déu ghi
nhan véi ty 1€ kha cao (>80%), trong khi cac nghién cutru tir cac chau luc khac
phan 16n bao cdo ty 1¢ ching H. pylori mang gene cagA (+) thap hon. Piéu nay
cling phtt hop voi cac dic diém doc luc cao cua cac ching H. pylori chau A da
duoc bao cao trong cac nghién ctru trén thé gidi [115]. Pac diém vé gene cagd
cta H. pylori ciing cho thiy dic diém doc luc cia vi khudn nay khéc biét dang
ké theo ving dia 1y.

So sanh véi mot sb nghién ciru trong nudc, két qua nghién ciru twong tu
tac gia Phan Trung Nam (2017) tai Hué ghi nhén ty 1é chung H. pylori mang
gene cagA (+) 1a 84% [96]; cao hon ctia Nguyén Thi Mai Ngan (2021) tai Hué
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(80%) [14], hodc cua Nguyén Hoa Trang (2021) tai Thanh Phé HS Chi Minh
(79,5%) [89], hodc cta Huynh Vii Viét Khanh 1a 58,6% [10]. Két qua nghién
clru ctia chung t6i thap hon so v&i nghién ciru cia tac gia Pham Hong Khanh
(2021) thyc hién tai Ha NO1 ghi nhan ty 1¢ gene cagd (+) 1a 98,6% [11]. Su
khac biét vé ty 16 mang gene cagd (+) cua cac ching H. pylori giita cac khu
vuc tai Viét Nam cho thiy su da dang di truyén cao cta vi khuan H. pylori.
* T6 hop gene cagA/ cagE
Nghién ciru cta ching t6i ghi nhan trong s6 173 ching H. pylori nghién
clru, c6 82,6% ching mang t6 hop gene cagd (+)/ cagE (+) (Biéu d6 3.7).
Dao sinh bénh cagPAl l1a cum gene c6 kich thudc 40 kbp chira 32 gene,
gdém gene cagd & doan cudi dau 3’va cac gene ma hoa thanh phan ctia hé thong
tiét loai IV (T4SS) [92]. Trudc day, su hién dién cia gene cagd thuong duoc
xem 14 chi diém cta su hién dién cagPAl & cac chang H. pylori [69]. Tuy nhién,
khong phai chung H. pylori nao cling mang cagPAl nguyén ven. Cac nghién
cuu chi ra cac chung mang cagPAI nguyén ven ¢6 doc luc cao hon so voi céac
chung chi mang mot phan cagPAI, nén viéc khao sat don doc gene cagd xem
nhu dai dién cho cagPAI c6 thé khong phan anh chinh x4c ddc luc cta ching
H. pylori [69]. Gan day, Vil Van Khién va cong su (2021) nghién ctru khao sat
cum gene cagPAI thong qua vi¢c xac dinh su hién dién ctiia cagA4 va cac gene
cag khac thudc hé thong tiét loai IV [12]. Tac gia Nguyén Lam Tung (2010)
nghién ctru vé cum gene cagPAI thong qua xac dinh su hién dién 30 gene tai
locus nay ghi nhan c6 11,7% chung H. pylori chi chira mot phan cagPAI [88].
Do diéu kién nghién ctru nén ching t6i khong khao sat dugc toan bd cac gene
ctia cagPAl, tuy nhién budc dau ching t6i ghi nhan c6 82,7% chang H. pylori
trong nghién ctru mang dong thoi ca gene cagd (+) va cagE (+), cho thidy moi

lién quan chit ché giira gene cagd va gene cagFE thudc T4SS. Qua d6 cho thay
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nghién ciru dong thoi hai gene niy c6 thé xac dinh 1d rang doc luc cua cac
chung H. pylori hon so vdi chi nghién ctru su hién dién gene cagAd don doc.
4.2.3.2. Phdn b6 nhém tuéi va gioi cua bénh nhan theo sy hién dién 16 hop
cagA/ cagE cua H. pylori

Chung t6i chua ghi nhan méi lién quan giira nhom tudi va gi6i tinh cia
bénh nhan va sy hién dién cac t0 hop gene cagd/ cagE cua H. pylori. T6 hop
cagA (+)/ cagE (+) hién dién véi ty 1€ khong khac bigt & gi61 nir (48,3%) so
v6i gidi nam (51,7%), & nhom tudi <40 (46,2%) so véi nhom > 40 (53,8%)
(Bang 3.10). Qua d6, budc dau cho thay khong c6 mdi lién quan gitta nhiém
cac chung H. pylori doc luc cao & cac dbi tuong bénh nhan c6 nhom tudi va
gid1 tinh khac nhau.

4.2.4. Méi lién quan giita cdc gene oipA, babA2, cagE va cagA ciia H. pylori

Nghién ctru ctia chiing t6i ghi nhan c6 méi lién quan chit ché giira cac
gene oipA, babA2, cagE va cagA cua H. pylori (p<0,05) (Bang 3.11). Ngoai ra,
chtng t6i khong ghi nhan méi lién quan giita gene oipA “bat” va gene babA2
(+) (p>0,05) (Bang 3.12).

Két qua nghién ctru cta ching toi vé moi lién quan giita cac gene cagA,
cagE, babA2, oipA cua H. pylori tuong dong voi mot s6 nghién ciru trén thé
gi6i. Nghién ctru ciia Zambon (2003) ghi nhan c6 méi lién quan gitta gene cagd
(+) va gene babA2 (+) (p<0,001) [140]. Nghién ctru cua Erzin (2006) chi ra co
71,6% cac chung H. pylori cagA (+) c6 cagE (+) (p=0,000) [51]. Nghién ctru
ctia Dossumbekova (2006) ghi nhan gene oipA4 “bat” lién quan manh nhat véi
gene cagA (+) [50]. Nghién ctru cua Lima (2011) chi ra c¢6 62,3% céac ching
H. pylori cagA(+) c6 mang cagFE (+) [78]. Nghién ctru cuia Dabiri (2017) cling
ghi nhan gene cagA (+) co lién quan chat ché vadi gene cagk (+) va gene babA?2

(+) [46]. Tac gia Yamaoka (2006) chi ra mdi lién hé chit ché cta biéu hién
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protein OipA véi CagPAl, vé6i kiéu hinh CagA va OipA 1a gidng hét nhau ¢
94% ching H. pylori nghién ctru [137]. Tac gia Ando (2002) da chi ra rang
hon 96% cac chung H. pylori mang cagA (+) c6 mang dong thoi oipA “bat”,
va khong chung nao am tinh véi cagA c6 mang oipA “bat” [22]. Horridge
(2017) da ghi nhan protein OipA can thiét dé chuyén vi CagA vao té bao ung
thu biéu mo tuyén da day o ngudi [63]. Farzi (2018) ghi nhan c6 méi lién quan
chat ché gitra gene oipA “bat” va va gene cagAd (+) (p=0,027) [53]. Protein
BabA va protein OipA c6 vai tro thuc day chuyén vi protein CagA vao té bao
da day [26], [82]. Thé nén, ddy la co s& giai thich cho mbi lién quan giita sy
hién dién gene cagA (+) va cac gene oipA “bat” va gene babA2 trong nghién
ctru cia chung toi. Protein CagE 1 thanh phan ctia hé thong tiét loai IV (T4SS),
c6 vai tro chinh trong chuyén vi CagA vao té bao vat chu [25], 1a co s& giai
thich cho méi lién quan giira su hién dién gene cagd (+) va gene cagFE trong
nghién ctru.

Két qua nghién ctru cta ching t6i vé méi lién quan gitta gene babA2 (+)
va gene oipA “bat” khac so voi nghién ctru cua Dossumbekova (2006) ghi nhan
gene oipA “bat” lién quan voi babA2 (+) [50]. Gene babA2 1a gene ma hoa
protein BabA 13 yéu t6 két dinh thuong duoc nghién ctru ctia H. pylori, va gene
0ipA “bat” ma hoa protein OipA 1a yéu td két dinh dugc nghién ctru gan day.
Tuy nhién, két qua nghién ciru ctia chung t6i budc dau chua tim thdy méi lién
quan giita sy hién dién ctia hai gene ma hoa yéu t6 két dinh ctua H. pylori, ¢6
thé do sy khac biét vé dic diém phan tir ctia H. pylori theo vung dia 1y, va can
thém céc nghién ctru quy mé 16n hon dé xac dinh rd hon méi lién quan giira hai
gene ma hoa yéu t6 két dinh nay cta H. pylori tai Viét Nam.

4.2.5. Té hop gene cagA/ cagE/ 0ipA/ babA2 ciia H. pylori
Nghién ctru cua ching t61 ghi nhan c6 67,6% cac chung H. pylori trong
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nghién ctru mang t6 hop gene cagd (+)/ cagE (+)/oipA “bat”/ babA2 (+), chi c6
1,7% cac chung khong mang ca bon gene nay (Bang 3.13). Vé co ché bénh sinh
bénh da day ta trang do nhiém H. pylori, dé vi khuan H. pylori ¢6 thé xam nhap
va gy bénh, can su tham gia phdi hop ctia nhiéu yéu té doc luc cua H. pylori
qua nhiéu budc [68]. Két qua nghién ctru ctia chung t6i budc dau cho thay phan
16n cac chung H. pylori biéu hién dong thdi cac gene ma hoa doc t6 kinh dién
va cac gene ma hoa protein mang ngoai, phit hop véi quan diém c6 sy tac dong
hiép ddng ctia cac yéu t6 doc luc ctia H. pylori trong co ché bénh sinh bénh 1y
da day t4 trang do nhiém H. pylori [82]. Cac gene ddc luc cao c6 xu hudng két
hop véi nhau, tao thuan lgi cho sy xam nhap va gay bénh cua vi khuan H.
pylori.
4.3. MOI LIEN QUAN GIUA CAC GENE VA TO HQP GENE oipA “bit/
tit”, babA2, cagE va cagA CUA HELICOBACTER PYLORI VOI CAC
THE BENH VIEM, LOET DA DAY TA TRANG
4.3.1. Méi lién quan giia tirng gene 0ipA, babA2, cagE va cagA ciia H. pylori
Véi cdc thé bénh viém, loét da day td trang
4.3.1.1. M6i lién quan giita gene oipA “bdt/ tat” véi cdc thé bénh viém, loét da
day ta trang

Nghién ctru ctia chiing t6i ghi nhan c6 sy khac biét ¢6 ¥ nghia thong ké vé
su phan bd gene oipA “bat/ tat” cua H. pylori theo cac thé bénh viém, loét da
day ta trang véi p < 0,05. Ty 1& nhiém chung H. pylori mang gene oipA “bdt”
¢ nhom LDDTT (100%) va VDDMCTUT (97,8%) cao hon so v&i nhom
VDDMKTUT (86,8%) (Bang 3.14); nhiém chung H. pylori c6 mang gene oipA
“bat” 1am ting nguy co LDDTT lén gip 13,96 lan (95% CI: 1,5-1856,39) va
tang nguy co VDDMCTUT Ién gép 6,89 lan (95% CI: 1,28-37,27) so véi nhiém
ching mang gene oip4 “tat” (Bang 3.15).
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Khi phan tich hoi quy logistic vé méi lién quan giita gene oipA4 “bat/ tit”
ctia H. pylori va LDDTT, két qua cho thdy gene oip4 “bat” lam ting nguy co
LDDTT 1én gap 13,96 1an (95% CI: 1,5-1856,39). Tuy khoang tin ciy 95% ctia
OR dao dong rong c6 thé 1y giai 1a do ¢& miu ctia ching toi chua du 16n, nhung
trong khoang nay (95% CI: 1,49-1856,39) c6 chtra gia tri 1 va p= 0,016 <0,05
van du gia tri vé mat thong ké. Bén canh d6, nghién ctru ctia ching t6i 1 nghién
ctru dau tién tai Viét Nam vé trang thai chirc nang “bat/ tit” ctia gene oipA cua
H. pylori, ¢6 thé 1a tién dé cho cac nghién cru quy mo 16n hon vé gene oipA4
“bat/ tat” cua cac chung H. pylori tai Viét Nam nham xé4c dinh rd hon vé mdi
lién quan gitra oipA4 “bat” va nguy co loét da day ta trang.

Két qua nghién ctru cia chung t6i vé moi lién quan giira gene oip4 “bat”
v6i loét da day ta trang twong dong v6i két qua ciia mot s6 nghién ciru trén thé
gi61. Yanovich (2022) nghién ctru trén 84 ching H. pylori phan 1ap tir cac bénh
nhan c6 bénh 1y da day ta trang da ghi nhan gene oipA4 “bat” co lién quan véi
tang nguy co loét ta trang (OR = 14,5, 95%CI = 1,7- 122,1) [138]. Liu (2013)
thue hién mot nghién ctru phén tich gdp cho thdy gene oip4 “bat” c6 mdi lién
quan dang ké véi ting nguy co LDDTT (OR = 3,97, 95% CI: 2,89-5.45) [79].
Yamaoka (2002) cling ghi nhéan oipA “bat” c6 lién quan v loét ta trang (OR=5,
95% CI: 2,1-11,9) [134]. Tuy nhién, két qua nghién ciru cia chung t6i ¢ sy
khac biét vot Singh (2023) nghién ctru trén 40 chung H. pylori dugce phan 1ap
tir cac bénh nhan c6 bénh 1y da day ta trang khong ghi nhan méi lién quan giita
gene oipA “bat” va loét ta trang [114]; hoac Xue (2021) nghién ctru trén 269
chung H. pylori phan 13p tir cdc bénh nhan véi cac bénh 1y da day ta trang &
Trung Qudc khong ghi nhan méi lién quan gitta gene oip4 “bat” va LDDTT
[130]. Mdi lién quan gitta oipA “bat” ctia H. pylori va LDDTT van con chua

thong nhat gitra cac nghién ctru, két qua nghién ctru budc dau cho thay c6 moi
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lién quan gilta oipA4 “bat” cua H. pylori voi tang nguy co LDDTT tai Viét Nam.

Két qua nghién ctru ctia chiing t6i c6 khac biét véi két qua ctia mot sé nghién
ctru trén thé giGi vé mdi lién quan giita oip4 “bat” véi cac tén thuong tién ung
thu da day. Farzi (2018) khong ghi nhan mdi lién quan giita gene oip4 “bat” va
di san rudt [53]. Zhao (2020) nghién ctru trén 177 chung H. pylori phan lap tu
cac bénh nhin véi cac bénh 1y da day t4 trang ¢ Trung Qudc khong ghi nhan
mdi lién quan gitta 0ip4 “bat” va di san rudt [141]. Tuy két qua cua chung toi
vé mdi lién quan giita oip4 “bat” véi nguy co ton thuong tién ung thu khac so
v6i cac nghién ctu trude ddy, nhung do khac biét vé ving dia 1y, va hon nita
0ipA “bat” da duge mot sd nghién ctru ghi nhan co lién quan nguy co ung thu
da day [36], [79], nén can nghién ctru quy md 16n hon nham xac dinh rd hon
moi lién quan gitta gene 0ip4 “bat” va nguy co ton thuong tién ung thu da day,
nham c6 chién lugc du phong sém su tién trién cc ton thuong ndy ciing nhu
gitip du phong sdm sy phat trién ung thu da day & cac bénh nhan nhiém ching
H. pylori c6 mang gene oipA “bat”.

Gene 0ipA ma hoa protein OipA co chirc ning két dinh va cam tng tiét
interleukin-8 (IL-8) [115], [136]. Mbi lién quan giita gene oipAd “bat” véi
LDDTT va céc tén thuong tién ung thu da day c6 thé duoc giai thich bang kha
nang kich thich tiét interleukin (IL)-8 tir niém mac da day [115]. IL-8 13 mot
yéu t6 tién viém dugc tiét ra boi cac té bao biéu mo da day co chire ning kich
hoat va hoa hudéng dong bach cau trung tinh [102]. Biéu hién cua IL-8 co lién
quan dang ké dén qua trinh sinh ung va di can ctia khdi u [126]. Yamaoka cho
thay gene oipA “bat” co lién quan dén ndng do IL-8 cao trong niém mac hang
vi [134]. Ngoai ra, Graham di chtng minh vai tro ctia oip4 “bat” gay tang tiét
IL-8 ¢ nhimg ddi tuong mang chang H. pylori cagA (-) [58]. Yamaoka ciing
chi ra rang OipA rat can thiét dé kich hoat ving khoi dong IL-8 [135]. Tuy
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nhién, dén hién tai, mdi lién quan giita gene oip4 “bat” va bénh 1y da day ta
trang van con chua thong nhat tir cac nghién ctru trén thé gidi. Tai Viét Nam,
ty 18 nhiém H. pylori cao (60%) [100], nhung hién chua c6 nhiéu nghién ctru
vé trang thai chirc ning “bat/ tat” cua gene oipA ctua H. pylori. Vi viy, két qua
nghién ctru ctia ching t6i budc dau co thé dong gop vao su hiéu biét vé gene
nay cua cac chung H. pylori tai Viét Nam trong moi lién quan véi bénh viém,
loét da day ta trang.

4.3.1.2. Méi lién quan giira gene babA2 ciia H. pylori véi cdc thé bénh viém,
loét da day ta trang

Nghién ctru ctia chung t6i ghi nhan khong c6 su khac biét ¢6 ¥ nghia théng
ké vé phan bd gene babA2 ciia H. pylori theo cc thé bénh viém, loét da day ta
trang (Bang 3.16), va khong c6 méi lién quan giita gene babA2 (+) va nguy co
LDDTT hoac VDDMCTUT (Bang 3.17).

Két qua nghién ctru twong ty voi két qua ciia mot sé nghién ctru trén thé
gi6i. Nghién ctru phén tich gop ctia Chen (2013) béo cdo khong c6 mdi lién
quan giita gene babA2 (+) clia cac ching H. pylori chau A v6i LDDTT [41].
Nghién ctru cua Dabiri (2017) thuc hién trén 160 bénh nhan bénh 1y da day ta
trang nhiém H. pylori tai Iran khong ghi nhan méi lién quan giita gene babA42
(+) va bénh 1y da day té trang [46]. Nghién ctru cua Molina-Castro (2019) thuc
hién trén 151 chung H. pylori phan 1ap tir cac bénh nhan tai Costa Rica khong
ghi nhan méi lién quan gitta babA2 (+) va viém teo da day va loét ta trang [86];
nghién ctru ciia Chomvarin (2008) thuc hién ¢ Thai Lan khong ghi nhan c¢6 mbi
lién quan gitra gene babA2 (+) va bénh 1y da day ta trang [42]; nghién clru cta
Mizushima (2001) thyc hién tai Nhat Ban khong ghi nhan mdi lién quan giita
babA2 (+) va bénh 1y da day ta trang [84]. Tuy nhién, két qua nghién ctu cta

ching to1 khac so vo1 mot so6 nghién ctru nhu nghién ctru tong hgp cua Askari



103

(2021) cho thy c6 mdi lién quan dang ké gitta gene babA2 (+) va LDDTT
(OR= 1,49, 95%CI: 1,14—1,94) [27]; hoac nghién ctru ctia Yu (2002) xac dinh
gene babA2 (+) ¢6 lién quan dén viém teo (OR=7,5, 95%CI: 2,3-24,3) va di
san rudt (OR=7,4, 95% CI: 2,2-25,3) 6 hang vi [139].

Gene babA2 ma hoa protein BabA 1a phan tir két dinh duoc nhan dién
dau tién cua H. pylori [48]. Bén canh d6, BabA thuc day chuyén vi protein
CagA vao té bao da day thong qua T4SS [26], [66]. Tuy nhién, nhiém cac
ching H. pylori mang gene babA2 (+) c6 lién quan dén ting nguy co phat trién
LDDTT & céc nudc phuong Tay, con & cac chung H. pylori Pong A mdi lién
quan ndy chua duoc ghi nhan [26]. Hién nay, vai tro cta cac gene mi hoa yéu
t6 doc luc ctia H. pylori trong su phat trién bénh da day ta trang van con chua
thong nhét gita cac nghién ctru tir cac ving dia 1y khac nhau. Vi vy, két qua
nghién ctru cta ching toi budce dau c6 thé dong gdp vao su hiéu biét vé gene
babA2 cua cac chung H. pylori trong mbi lién quan v6i bénh viém, loét da day
ta trang tai Vi¢t Nam.
4.3.1.3. Méi lién quan giita gene cagFE, cagA, t6 hop gene cagA/ cagE vdi cdc
thé bénh viém, loét da day ta trang
* Moi lién quan gitta gene cagE ciia H. pylori véi cdc thé bénh viém, loét da
day ta trang

Nghién ciru ctia chung ti ghi nhan ty 1& nhiém ching H. pylori mang gene
cagE (+) 6 nhém LDDTT (95,2%) va VDDMCTUT (83,9%) cao hon so v&i
nhém VDDMKTUT (71,1%) (p=0,014) (Bang 3.18). Nhiém chung H. pylori
mang gene cagE (+) 1am ting nguy co LDDTT 1én gép 8,15 1an (95%CI: 1,67-
39,71) nhung khong lién quan nguy co VDDMCTUT so véi nhiém chung cagE
(-) (Bang 3.19).

Két qua nghién ctru cua chiing t61 vé moi lién quan gitra gene cagE (+) va
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LDDTT tuwong dong véi mot sd nghién ciru trén thé gidi. Khatoon (2017)
nghién ctru trén 240 chung H. pylori phan 1ap tir bénh nhan tai An Do cho thay
nhiém céc chung H. pylori mang gene cagE (+) lam ting nguy co LDDTT gap
5 1an (95%CTI: 2,31-8,22) [70]. Nam 2006, Erzin nghién ctru tai Tho Nhi Ky
ghi nhan chung H. pylori mang gene cagE (+) c6 li€n quan véi tdng nguy co
loét t4 trang gép 5,44 1an (95%CI: 1,613-18,327, p=0,002) [51]. Tuy nhién,
mot s6 nghién ctru khac gdbm nghién ciru ctia Chomvarin (2008) thuc hién tai
Thai Lan, nghién ctru ctia Dabiri (2017) va GholizadeTobnagh (2016) thuc hi¢n
tai Iran khong ghi nhan mdi lién quan giita gene cagE (+) va nguy co LDDTT
[42], [46], [55].

Két qua nghién ctru ciia chung t6i khong ghi nhan mbi lién quan giita gene
cagE va ton thuong tién ung thu da day nhu viém teo, di san rudt, loan san, 1a
cac ton thuong ¢ lién quan dén ting nguy co tién trién ung thu da day do nhiém
H. pylori [44]. Két qua nghién ctru trén thé gidi vé mbi lién quan giira gene
cagE (+) va nguy co tén thuong tién ung thu da day chua duoc ghi nhan, chi
mot s6 nghién ctru vé méi lién quan véi ung thu da day nhung chwa théng nhat.
Mot s6 nghién ctru khong ghi nhan moéi lién quan giita gene cagE (+) va nguy
co ung thu da day nhu nghién ctru cua Chomvarin (2008) thuc hién tai Thai
Lan [42]; hodc nghién ctru ctia Dabiri (2017) va GholizadeTobnagh (2016) thuc
hién tai Iran [46], [55]. Mot s6 nghién ctru khac ghi nhan méi lién quan giita
gene cagE (+) va nguy co ung thu da day nhu cua tac gia Bakhti nghién ctru
trén 218 chung H. pylori phan lap tir bénh nhan & Iran cho thdy gene cagE(+)
lién quan v&i nguy co ung thu da day (OR= 3,262, 95%CI: 1,76-6,04, p =
0,0001) [29]; hoac nghién ctru cia dos Santos Pereira nghién ctru trén 285 bénh
nhan UTDD cho thdy nhiém cac chung H. pylori mang gene cagE (+) lién quan
dén sy phat trién ung thu da day kiéu ruét (OR=1,83, p=0,0388) [107]. Chung
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t61 danh gia méi lién quan giita gene cagE (+) cua cac chung H. pylori va cac
ton thuong tién ung thu da day, nhung budc dau chua ghi nhan méi lién quan
nay, can thém cac nghién ctiru quy mé 16n hon dé khao sat rd hon mdi lién quan
gitta gene cagE (+) ctia H. pylori va su phat trién céc ton thuong tién ung thu
da day tai Viét Nam.
Gene cagE ma hoa protein CagE can thiét dé chuyén vi protein CagA

vao té bao biéu mo da day vat cha va c6 lién quan dén viéc tiét interleukin -8
ctia té bao biéu mo da day vat cha [69]. Protein CagE 1a thanh phan nang luong
cua hé théng tiét loai IV [110]. Do do, su hién dién cua gene cagE (+) c6 lién
quan dén ton thuong da day ta trang c6 thé dugc giai thich thong qua vai tro
ctia nd trong hoat dong ctia hé thong tiét loai IV. Tuy nhién, két qua nghién ciru
vé mdi lién quan gitta gene cagE cta H. pylori va bénh 1y da day ta trang van
con chua thong nhét giita cac nghién ciru trude ddy, nghién cru cia chiing toi
buéc dau chi ra mbi lién quan giita gene cagE (+) va ting nguy co LDDTT. Vi
vay, két qua nghién ctru budc dau cé thé dong gop vao su hiéu biét vé gene
cagE cta cac ching H. pylori tai Viét Nam trong méi lién quan voi bénh viém,
loét da day ta trang.

* Moi lién quan giita gene cagA ciia H. pylori véi cdc thé bénh viém, loét
da day ta trang

Nghién ctru ctia chung toi ghi nhan ty 18 nhiém chung H. pylori mang gene
cagA (+) 6 nhém LDDTT (95,2%) va VDDMCTUT (83,9%) cao hon so v&i
nhém VDDMKTUT (71,1%) (p=0,014) (Bang 3.18). Nhiém chung H. pylori
mang gene cagA (+) 1am ting nguy co LDDTT 1én gép 8,15 1an (95%CI: 1,67-
39,71) nhung khong lién quan nguy co VDDMCTUT so véi nhiém ching
cagA(-) (Bang 3.19).

Két qua nghién ctru cua chiing t61 vé moi lién quan gitra gene cagA (+) va
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LDDTT khéc so véi két qua ctia mot sd tac gia trong nude khong ghi nhan méi
lién quan giita gene cagA (+) va loét da day ta trang nhu Nguyén Lam Tung
(2010) [90]; Nguyén Thi Mai Ngan (2021) [14], va Phan Trung Nam (2017)
[96]. Chung t6i cho rﬁng su khac bi¢t 1a do nhom so sanh viém da day man
trong nghi€n ctru cua ching to1 la nhom viém da day man khong teo, khong di
san rudt hodc loan san, con nhém so sanh cia cac nghién ctru trén 1a nhom viém
da day duoc chan doan qua ndi soi. Bén canh do, két qua nghién ctru cua ching
t61 tuong dong vi mot s6 nghién ciru trén thé gidi. Erzin (2006) nghién ctu tai
Tho Nhi Ky ghi nhan gene cagd (+) c6 lién quan déng ké véi su hién dién cua
loét ta trang (P=0,004) [51]. Sahara (2012) nghién ctru tong hop két qua tir mot
s6 qudc gia Pong Nam A ghi nhan gene cagd (+) lién quan véi ting nguy co
LDDTT gip 2,83 1an (95%CI: 1,50-5,34, p = 0,001) [105]. El Khadir (2021)
nghién ctru tai Ma-réc ghi nhan gene cagd (+) ¢6 lién quan ting nguy co loét
ta trang gap 1,62 lan (95%CI: 1,07-2,45, p = 0,02) [69]. Tuy nhién, két qua
mot sb nghién ctru thuc hién tai cac nudc chau A nhu nghién cuu cua
Chomvarin (2008) tai Thai Lan, nghién ctru cta Kim (2014) tai Han Quéc, va
nghién ctru cia Xue (2021) tai Trung Quédc khong ghi nhan méi lién quan giita
gene cagAd (+) va LDDTT [42], [72], [130].

Két qua nghién ctru khong ghi nhan méi lién quan giita gene cagd (+)
va VDDMCTUT nhu viém teo, di san ruét, loan san. Cac ton thuong nay duoc
bao céo ¢o lién quan dén ting nguy co tién trién ung thu da day do nhiém H.
pylori [44]. Két qua nghién ctru trén thé gidi vé mdi lién quan gitta gene cagd
(+) va céc ton thuong tién ung thu da day ciing chua théng nhat. Farzi (2018)
nghién ctru tai Iran khong ghi nhan méi lién quan giita gene cagd va nguy co
di san rudt [53]. Nghién ctru cta tac gia Gonzélez (2011) tai Tay Ban Nha ghi

nhan nhiém chang H. pylori cb cagA (+) lam tang su tién trién cac ton thuong
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tién ung thu 1én gap 2.28 1an (95%CI: 1,13-4,58) [56]. Két qua ctia chiing t6i
twong déng véi Tran Viét Hung (2021) ciing khong ghi nhan méi lién quan ctia
gene cagA (+) va viém da day man teo [7].

Nhin chung, mdi lién quan gitta gene cagd (+) ctua H. pylori v6i loét da
day t4 trang va cac ton thuong tién ung thu van con chua thong nhat giira cac
nghién ctru. Pac biét do ty 18 cac ching H. pylori Pong A mang gene cagd (+)
rat cao [113], nén kho xac dinh su khéc biét vé phan b clia gene nay giira cac
nhém bénh viém, loét da day ta trang.

* T hop gene cagd/ cagE

Nghién ctru ghi nhan ty 1¢ nhiém ching H. pylori mang t6 hop cagd (+)/
cagE (+) hién dién & nhém LDDTT (95,2%) va VDDMCTUT (81,7%), cao
hon so v6i nhém VDDMKTUT (71,1%) (Bang 3.18); nhiém chung H. pylori
mang t6 hop gene cagd (+)/ cagE (+) lam ting nguy co LDDTT lén gap 8,15
1an (95%CI: 1,67-39,71) nhung khong lién quan nguy co VDDMCTUT so véi
nhiém céac ching mang t6 hop cagd/ cagE con lai (Bang 3.19). Két qua nghién
ctru twong dong voi két qua cia El Khadir (2021) ghi nhan ching H. pylori
mang t0 hop gene cagd (+)/ cagE (+) lam tang nguy co loét ta trang 1én gap
1,97 1an (95%CI: 1,18-3,3, p=0,009) [69]. Gene cagFE ma héa protein CagE
can thiét dé chuyén vi protein CagA vao té bao biéu mé da day vat chu [69],
va hai gene nay thuong hién dién dong thoi ¢ cac chung H. pylori, thé nén budc
dau ghi nhan chang H. pylori mang t6 hop gene cagd (+)/ cagE (+) tang nguy
co LDDTT tuong tu chung H. pylori mang cagA (+) hodc cagE (+).
4.3.1.4. M6i lién quan giita t6 hop cagA/ cagE, oipA, gene babA2 ciia H. pylori,
nhém tuéi va gici tinh ciia bénh nhan véi cac thé bénh viém, loét da day td trang

Nghién ctru ctiia ching t61 ghi nhan trong mo hinh phéan tich logistic da

bién gom t6 hop gene cagd/ cagE, gene babA?2, trang thai chirc ning “bat/ tat”
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ctia gene oipA, nhom tudi va gidi tinh ctia bénh nhan nhu 1a cac yéu t6 nguy co
ctia bénh viém, loét da day ta trang ghi nhan nhiém chang H. pylori mang t6
hop gene cagd (+)/ cagE (+) 1am ting nguy co LDDTT 1én gap 9,25 (95% CI:
1,51 - 86,38) nhung khong lién quan nguy co VDDMCTUT so véi nhiém chiing
mang t6 hop cagA/ cagE con lai; nhidm chang H. pylori ¢6 mang gene oipA
“bat” lam tang nguy co VDDMCTUT lén gap 6,41 (95% CI: 1,13 — 36,28)
nhung khong lién quan nguy co loét da day ta trang so v&i nhiém ching H.
pylori mang gene oipA “tit” (Bang 3.20). V& co ché bénh sinh bénh 1y da day
ta trang do nhiém H. pylori dugc xem 1a ¢ sy tac dong phdi hop cia yéu td
doc luc cua vi khuan, yéu td vat chu va cac yéu t6 moi truong [68]. Tudi va
gid1 tinh cia bénh nhan dugc ghi nhan c6 lién quan vdi bénh viém, loét da day
ta trang [90], [91], [125]. Nghién ctru ctia chiing t6i cling ghi nhan c¢6 mdi lién
quan giita tudi va gidi tinh ctia bénh nhan va bénh viém, loét da day ta trang
(Bang 3.3). Ngoai ra, két qua ciing ghi nhan c6 mdi lién quan gitta cac gene
0ipA, babA2, cagA va cagFE cia H. pylori (Bang 3.11-3.12). Vi vay, chung t61
tién hanh phan tich da bién cac yéu t6 gdm t6 hop gene cagd/ cagE, gene
babA2, trang thai “bat/ tat” cua gene oipA, nhdm tudi va gidi tinh ctia bénh
nhan dé danh gia mdi lién quan cua cac yéu td ndy vdi cac thé bénh viém, loét
da day t4 trang. Két qua ghi nhan trong mo hinh da bién danh gia yéu t6 nguy
co LDDTT, chi ¢6 t6 hop gene cagd (+)/ cagE (+) c6 lién quan véi ting nguy
co LDDTT lén gap 9,25 lan; va trong md hinh da bién danh gia yéu t6 nguy co
cua VDDMCTUT, chi c6 gene oip4 “bat” lam tang nguy co VDDMCTUT lén
gap 6,41 1an. Gene cagd ma hoa doc t6 kinh dién CagA cua H. pylori, va moi
lién quan ctia doc td nay voi loét da day ta trang da duoc nhiéu nghién ctu
chimg minh [105]. Gene cagE 13 gene mi héa protein thudc hé théng tiét loai

IV ¢6 vai trd quan trong trong chuyén vi CagA vao té bao biéu mé da day [25].
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Thé nén, chung H. pylori mang t6 hop gene cagd (+)/ cagE (+) dugc xem 13
yéu t6 nguy co manh ctia LDDTT. Gene oip4 “bat” ma hoa protein OipA chirc
nang, c6 vai tro kich thich tiét IL-8 ciia t& bao biéu mo da day, 1a mot chét tién
viém c6 lién quan dén qua trinh sinh ung thu, dugc ghi nhan 1 yéu t6 nguy co
manh ctia cac ton thuong tién ung thu da day [126], [134]. Bén canh do, vai
tro cac yéu td doc luc ctia H. pylori trong co ché bénh sinh bénh 1y da day ta
trang hién van con chua thong nhét giita cac nghién ctru [115]. Két qua nghién
ctru nay cua chung toi trong moé hinh hdi quy logistic da bién véi nhiéu yéu t6
doc luc vi khuan va ca yéu td vat chii bao gdm tudi va gidi tinh gép phan cung
cap thong tin rd rang hon vé vai trd cac yéu té doc luc ctia H. pylori trong su
phat trién bénh viém, loét da day té trang tai Vi¢t Nam.
4.3.2. Méi lién quan giita cdc té hop gene oipA, babA2, cagE va cagA ciia H.
pylori véi cdc thé bénh viém, loét da day td trang
4.3.2.1. Méi lién quan giita t6 hop cagA/ oipA véi cdc thé bénh viém, loét da
day ta trang

Nghién ciru ctia chiing toi ghi nhan c6 su khac biét c6 y nghia thong ké vé
phan bd cua td hop gene cagAd/ oipA cta H. pylori theo cac thé bénh viém, loét
da day ta trang (p=0,001); ty 1¢ nhiém chung H. pylori mang to hop gene cagA
(+)/ 0ipA “bat” & nhém LDDTT (95,2%) va VDDMCTUT (83,9%) cao hon so
v6i nhom VDDMKTUT (63,2%) (Bang 3.21); nhiém chung H. pylori mang to
hop gene cagd (+)/ oipA “bat” 1am ting nguy co LDDTT lén gip 11,67 lan
(95%Cl: 2,44- 55,83) va ting nguy co VDDMCTUT lén gap 3,03 1an (95%CI:
1,28 — 7,17) so voi nhiém ching H. pylori mang cac to hop cagd/ oipA con lai
(Bang 3.22). Két qua nghién ctru cho thay nhiém chung H. pylori mang t6 hop
cagd (+)/ oipA “bat” s& tang nguy co LDDTT (gap 11,67 1an) cao hon so véi
nhiém ching H. pylori c6 gene cagd (+) (gap 8,15 1an (Bang 3.19)), tir 46 cho
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thay c6 thé c6 su phdi hop cia hai yéu td doc luc ndy cua H. pylori trong su
phat trién bénh loét da day ta trang. Bén canh d6, két qua ciing ghi nhan nhiém
chung H. pylori mang t6 hop cagd (+)/ oipA “bat” lam ting nguy co
VDDMCTUT 1én gip 3,03 lan, trong khi d6 lai khong ghi nhan méi lién quan voi
VDDMCTUT khi nhiém ching H. pylori chi c6 cagd (+) (Bang 3.19), budc dau
chi ra co thé c6 sy phdi hop clia 0ipA4 “bat” va cagd (+) trong su phat trién cac ton
thuong tién ung thu da day.

Gene cagA ma héa protein CagA 1a ddc t6 kinh dién cta H. pylori, d3 duoc
nhiéu nghién ctru chimg minh c6 lién quan dén ting nguy co LDDTT va UTDD
[67], [124]. Tuy nhién, vi ty 18 gene cagd (+) duoc ghi nhin rit cao & ving
Pong A (>90%) [115], nén kho xac dinh vai trd ciia gene cagd trong sy phat
trién bénh 1y da day ta trang ¢ cac qudc gia nay. Thé nén gan ddy gia thuyét vé
su phdi hop ctia cic gene ma hoa protein mang ngoai ctia H. pylori cung véi
cagA trong su phét trién bénh da day ta trang dugc quan tim [82]. Qu4 trinh
chuyén vi CagA vao té bao vét chu can sy tham gia cia cac protein mang ngoai,
trong d6 ndi bat vai trd ciia protein OipA ma hoa boi gene oipA “bat”. Horridge
(2017) chtrng minh OipA can thiét dé chuyén CagA sang té bao biéu mo da day
[63]. Thé nén, két qua nghién ciru cta chiing toi budc dau cho thay co tic dong
hiép dong cua hai gene cagd (+) va oipA “bat” trong su phat trién LDDTT va
VDDMCTUT.
4.3.2.2. Méi lién quan giita té hop cagA/ babA2 véi cdc thé bénh viém, loét da
day ta trang

Nghién ctru ctia chung t6i khong ghi nhan su khac biét c6 ¥ nghia thong ké
vé phan b cta to hop gene cagd/ babA2 cia H. pylori theo cac thé bénh viém,
loét da day t4 trang (Bang 3.23), va chua ghi nhan méi lién quan gita nhiém

chung H. pylori mang t6 hop gene cagd (+)/ babA2 (+) va nguy co LDDTT
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hoic VDDMCTUT so v6i nhiém ching H. pylori mang cac to hop cagd/ babA2
con lai (Bang 3.24). Gene babA2 ma hoa protein BabA 13 chét két dinh quan
trong ctia H. pylori, duoc ching minh c6 vai trd quan trong trong chuyén vi
protein CagA vao té bao vat cha [26]. Mot s6 nghién ctru ghi nhan ¢6 méi lién
quan chat ché gitra su hién dién gene cagA (+) va gene babA2 (+) [46], [140].
Tuy nhién, két qua nghién ctru ctia chiing toi tai Viét Nam budc dau chua ghi
nhan su phdi hop ctia hai gene doc luc ndy ctia H. pylori trong sy phat trién loét
da day ta trang hodc cac ton thuong tién ung thu da day. Thuc té, nhiéu nghién
clru tir cac qubc gia chau A ciing khong ghi nhan mdi lién quan gitra sy hién
dién gene babA2 (+) v6i bénh 1y da day ta trang [41], [42]. Thé nén, can co
nhitng nghién ctru quy mé 16n hon dé khao sat rd hon tac dong hiép déng cia
hai gene doc luc nay ctia H. pylori trong su phat trién bénh 1y da day ta trang.
4.3.2.3. Moi lién quan giita t6 hop oipAl babA2 véi cdc thé bénh viém, loét da
day ta trang

Nghién ctru ctia chiing t6i chua ghi nhan sy khac biét c6 ¥ nghia thong ké vé
phan bd cua to hop gene o0ipA/ babA2 cia H. pylori theo cac thé bénh viém,
loét da day ta trang (Bang 3.25); chua ghi nhan mdi lién quan giita nhiém ching
H. pylori mang t6 hop gene oip4 “bat”/ babA2 (+) va nguy co LDDTT hoic
nguy co VDDMCTUT so vé6i nhiém chung H. pylori mang cac t6 hop oipA /
babA2 con lai (Bang 3.26). Protein BabA dugc ma hoa boi gene babA2 va
protein OipA chirc nang dugc ma hda boi gene oipA4 “bat” 1a hai protein mang
ngoai thudc ho Hop duoc nghién ctru nhiéu cta H. pylori, c6 vai trd quan trong
trong qua trinh xAm nhap va ton tai dai dang cta H. pylori & niém mac da day
[82]. Ngoai ra, ca hai protein nay duoc nhiéu nghién ctru chi ra ¢6 vai tro quan
trong trong chuyén vi doc t6 kinh dién CagA vao té bao biéu mo da day vat chu

[26], [63]. Két qua nghién ciru ctia ching t6i budc dau chua ghi nhan su phbi
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hop cua hai gene ma hoda protein mang ngoai nay cua H. pylori trong su phat
trién loét da day ta trang hodc céc ton thuong tién ung thu da day. Vi vay, can
thém cac nghién ctru véi ¢& mau 16n hon nham danh gia sy phdi hop cua hai
gene mi hoa protein mang ngodi nay cta H. pylori trong su phat trién bénh 1y
da day ta trang tai Viét Nam.

3.3.2.4. Méi lién quan giita té hop cagA/ cagE/ 0ipA véi cdc thé bénh viém, loét
da day ta trang

Nghién ctru ghi nhan c6 sy khac biét c6 ¥ nghia théng ké vé phan bd ctia to hop
gene cagA/ cagE/ oipA ciua H. pylori theo bénh viém, loét da day ta trang voi p
<0,05. Chung H. pylori mang to hop gene cagd (+)/ cagE (+)/ oipA “bat” hién
dién &6 nhom LDDTT (95,2%) va VDDMCTUT (81,7%) cao hon so véi nhém
VDDMKTUT (63,2%) (Bang 3.27); nhiém chung H. pylori mang to hop gene
cagd (+)/ cagE (+)/ oipA “bat” 1am ting nguy co LDDTT lén gip 11,67 lan
(95%Cl: 2,44- 55,83) va ting nguy co VDDMCTUT Ién gip 2,61 lan (95%CI:
1,12 -6,06) so v6i nhiém ching mang cac t6 hop cagd/ cagEl oipA con lai
(Bang 3.28). Két qua nghién ciru cho thay nhiém ching H. pylori mang t6 hop
cagd (+)/ cagE (+)/ oipA “bat” s& ting nguy co LDDTT (gip 11,67 lan) cao
hon so v&i nhiém chung H. pylori co gene cagd (+) hoic cagE (+) (gap 8,15
lan (Bang 3.19)), va 1am ting nguy co viém da day man c6 ton thuong tién ung
thu 1én gap 2,61 14n trong khi lai khong ghi nhan méi lién quan voi viém da day
man c6 ton thuong tién ung thu khi nhiém chung H. pylori chi ¢6 cagd (+) hoic
cagE (+) (Bang 3.19). Gene oipA “bat” ma hoa protein OipA c6 chlrc ndng cam
g tiét IL-8 tir t& bao biéu md da day, va con dong vai trd 13 yéu td két dinh
gitip chuyén vi doc t6 kinh dién CagA vao té bao biéu mé da day vat chu thong
qua hé thdng tiét loai IV (CagE) [63], [115]. Thé nén, két qua nghién ctru cua
chung t6i chi ra c6 sy phdi hop chit ché ciia ba gene cagd (+), cagE (+) va oipA
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“bat” trong su phat trién loét da day ta trang va ton thuong tién ung thu da day.
4.3.2.5. Méi lién quan giita t6 hop cagAl cagEl babA2 véi cdc thé bénh viém,
loét da day ta trang

Két qua nghién ctru khong ghi nhan mdi lién quan giita nhiém ching H.
pylori mang t6 hop gene cagd (+)/cagE (+)/babA2 (+) va nguy co LDDTT hodc
VDDMCTUT so v6i nhiém chiing mang cac t6 hop cagd/ cagE/ babA2 con lai
(Bang 3.30). Gene babA?2 di dugc chimg minh c6 lién quan dén ting nguy co
LDDTT, nhung mdi lién quan nay khong ghi nhin & cac chang H. pylori chau
A [41]. Gan day, nghién ctru cua tac gia Bustos-Fraga ghi nhan babA2 (+) 1a
yéu to bao vé ctia loét da day [38]. Két qua cta ching t6i budc dau khong ghi
nhan sy phdi hop cta babA2 (+) cung voi gene cagd (+) va cagE (+) trong su
phat trién loét da day ta trang va ton thuong tién ung thu da day. Tai Viét Nam,
theo su hiéu biét ctia chiing t6i hién chua c6 nghién ctru ndo khac nghién ctu
dong thoi cac vé gene cagd, cagE, babA2 cia H. pylori nén s6 liéu so sanh con
han ché, chung t6i kién nghi nén thuc hién cac nghién ctru quy mé 16n hon
nham khao sat rd hon vé tac dong hiép dong cua cic gene nay cta H. pylori

trong su phat trién bénh 1y da day ta trang.
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HAN CHE CUA PE TAI

Do gidi han vé diéu kién nghién ctru, & cac bénh nhan viém da day man
chung tdi chi sinh thiét 2 mau mé niém mac da day dé thuc hién xét nghiém
mo bénh hoc. Bén canh do, chung t61 chua danh gia cac typ di san rudt, va
chua ghi nhan cac truong hop loan san do cao. Thé nén, ching t61 chua danh
gia duoc tan suit cling nhu mdi lién quan giita cac gene oipA, babA2, cagk,

cagA va céc ton thuong di san rudt khong hoan toan hodc loan san do cao.
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KET LUAN

Qua nghién ctru cac gene oipA, babA2, cagE va cagA cia cac chung
Helicobacter pylori phan lap tur 173 bénh nhan c6 bénh viém, loét da day ta
trang tai Bénh Vién Truong Pai Hoc Y Dugc Can Tho tir thang 5/2021 dén
thang 10/2022, chung t6i rut ra cac két luan sau:

1. Céc gene va td hop gene oipA, babA2, cagE va cagA cia Helicobacter
pylori & bénh nhan viém, loét da day ta trang

- Ty 1€ chung H. pylori mang gene oipA “bat” 1a 96%. Phan tich vung trinh
tu tin hiéu & dau 5° cua gene oipA ghi nhan co tong cong 25 méd hinh CT lip
lai, vo1 19 md hinh cta gene oipA4 “bat”, phé) bién nhat 14 md hinh “2+1+1+1”
va “3+1”. C6 5 mo hinh CT Idp moi cua gene oipA “bdt” dugc ghi nhan.

- Ty 1€ chung H. pylori mang gene babA2 (+) 1a 74,6%.

- Ty 1€ chung H. pylori mang gene cagA (+) hodc gene cagkE (+) 1a 83,8%,
hozc mang t6 hop gene cagd (+)/ cagE (+) 1a 82,6%.

- Ty 1& chung H. pylori mang t6 hop cagd (+)/ cagE (+)/ oipA "bat"/ babA2
(+) 1a 67,6%.
2. Méi lién quan giira cac gene va td hop gene oipA, babA2, cagE va cagA
ciia Helicobacter pylori vo6i cac thé bénh viém, loét da day ta trang
2.1. Méi lién quan giia tirng gene 0ipA, babA2, cagE va cagA ciia H. pylori
Vv6i cdc thé bénh viém, loét da day td trang

- Nhiém chung H. pylori c6 mang gene oipA “bat” lam ting nguy co loét da
day ta trang 1én gap 13,96 1an (95%CI: 1,5-1856,39) va ting nguy co viém da
day man c6 ton thuong tién ung thu 1én gap 6,89 lan (95%CI: 1,28-37,27) so
v6i nhiém chung mang oip4 “tat”.

- Chua ghi nhan méi lién quan giita chung H. pylori ¢6 mang gene babA2

(+) va loét da day t4 trang hodc viém da day man c6 ton thuong tién ung thu.
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- Nhiém chung H. pylori c6 mang gene cagd (+) 1am ting nguy co loét da
day ta trang 1én gap 8,15 1an (95%CI: 1,67-39,71), nhung khong lién quan nguy
co viém da day man c6 ton thuong tién ung thu so vi mang cagA(-).

- Nhiém ching H. pylori c6 mang gene cagE (+) 1am ting nguy co loét da
day ta trang 1én gap 8,15 1an (95%CI: 1,67-39,71), nhung khong lién quan nguy
co viém da day man c6 ton thuong tién ung thu so v6i mang cagk ().

2.2. Méi lién quan giita cdc t6 hop gene oipA, babA2, cagE va cagA ciia
H. pylori véi cdc thé bénh viém, loét da day td trang

- Nhiém chiing H. pylori mang to hop gene cagA (+)/ cagE (+) 1am ting nguy
co loét da day ta trang 1én gap 8,15 1an (95%CI: 1,67-39,71) nhung khong lién
quan nguy co viém da day man c6 ton thuong tién ung thu so véi nhiém ching
mang cac t6 hop cagd/cagE con lai.

- Nhiém chiing H. pylori mang to hop gene cagA (+)/ oipA “bat” 1am ting nguy
co loét da day ta trang 1én gap 11,67 1an (95%CI: 2,44- 55,83) va ting nguy co
viém da day man c6 ton thuong tién ung thu 1én gap 3,03 1an (95%CI: 1,28 —7,17)
s0 v6i nhiém chung H. pylori mang cac to hop cagA/ oipA con lai.

- Nhiém ching H. pylori mang t6 hop gene cagd (+)/ cagE (+)/ oipA “bat”
lam tang nguy co loét da day ta trang 1én gap 11,67 lan (95%CI: 2,44- 55,83)
va ting nguy co viém da diy man cé ton thuong tién ung thu 1én gip 2,61 lan
(95%CI: 1,12 -6,06) so voi mang cac t6 hop cagd/ cagE/ oipA con lai.

- Chua ghi nhan méi lién quan giita cac té hop gene cagd (+)/ babA2 (+),
oipA “bat”/ babA2(+), cagA(+)/ cagE(+)/ babA2(+)va nguy co loét da day ta

trang hodc viém da day man c6 ton thuong tién ung thu.
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KIEN NGHI

Chung t6i kién nghi tiép tuc thuc hién cac nghién ctru quy mé 16n vé cac
gene doc luc cua H. pylori, dac biét 1a nhom gene ma hoa cac protein mang
ngoai va cac gene cag khac thudc dao sinh bénh cagPAI, nham hiéu ré hon vé
ty 16 mang cac gene doc luc nay cua vi khuan H. pylori tai Viét Nam. Ngoai ra,
can tiép tuc méd rong d6i twong nghién ctru & cac bénh nhan ung thu da day, céac
bénh nhén c6 t6n thuong tién ung thu bao gém di san rudt khong hoan toan
hodc loan san do cao nham khao sat vé méi lién quan giita cac gene mi hoa
protein mang ngoai ciing nhu cac gene cag khac véi cac ton thuong nay.

Xuat phét tir két qua nghién ctru, & cac co sé'y té c6 didu kién thyc hién cac
xét nghiém sinh hoc phan tir, khi x4c dinh dugc bénh nhan nhiém cac chung H.
pylori mang t6 hop gene cagd (+)/ oipA “bat” hodc cagA (+)/ cagE (+)/ oipA
“bat” can c6 ké hoach theo ddi va diéu trj tiét trir H. pylori tich cuc nham du
phong tién trién cac ton thuong loét da day ta trang hodc cac ton thuong tién

ung thu da day.



CAC CONG TRINH DA CONG BO CUA TAC GIA

1. Thai Thi Hong Nhung, Nguyén Thai Hoa, Nguyén Thi Mai Ngan, Ha
Thi Minh Thi (2023), “Nghién ctru ty 1¢ mang gene cagE cua vi khuan
Helicobacter pylori va mdi lién quan véi bénh 1y da day — ta trang”, Tap chi

Y Duoc hoc - Truong Pai hoc Y Duoc Hué, tap 13, sb 5, tr. 14-19.

2. Thi Hong Nhung Thai, Hong Phong Nguyen, Thi Hai Yen Nguyen, Thi
Be Hai Nguyen, Thai Hoa Nguyen, Thi Mai Ngan Nguyen, Thi Minh Thi
Ha (2023), “Genetic diversity of the oip4 gene among Helicobacter pylori
isolates and clinical outcome in Vietnam”, [Infection, Genetics and

Evolution, 112, 105438. doi: 10.1016/;.meeg1d.2023.105438.

3. Thai Thi Hong Nhung, Nguyén Thai Hoa, Nguyén Hong Phong, Nguyén
Thi Hai Yén, Nguyén Thi Bé Hai, Nguyén Thi Mai Ngan, Ha Thi Minh Thi
(2023), “Nghién ctru ty 1é mang gene cagd cta vi khuan Helicobacter pylori
va moi lién quan véi bénh 1y da day — té& trang”, Tap chi Y Duoc hoc Can

Tho, 67, tr.13-19.



TAI LIEU THAM KHAO

TIENG VIET

1.

B0 Y té (2013), Hudng dan quy trinh k¥ thudt chuyén nganh Giai phiu
bénh - T¢ bao hoc, tr. 245-247.

Bo Y té (2014) , Huéng dan quy trinh k¥ thuat Noi khoa chuyén nganh
Ti€u hoa, tr. 206-208.

Nguyén Quang Chung, Ta Long (2007), "Hinh anh noi soi, mé bénh hoc
ctia viém da day man cé nhiém Helicobacter pylori", Tap chi Khoa hoc
tiéu hoa Viét Nam, 11(7), tr. 389-394.

Pham Ngoc Doanh (2019), Nghién cuu ty Ié khdang clarithromycin cua
Helicobacter pylori bang phwong phdp PCR-RFLP va két qud diéu tri
cua phdc do noi tié'p cdi tién RA-RLT & bénh nhan viém da day man, Luan
an tién si y hoc, Truong Pai Hoc Y Duogc Hué, tr. 21, 62.

Quéach Trong Puc (2011), Moéi lién quan giita teo niém mac da day néi
soi theo phan logi Kimura - Takemoto véi cdc ton thwong tién ung thw
trong bénh viém da day man, Luan an Tién Sy Y Hoc, Truong Pai Hoc
Y Dugc Thanh Ph6 H6 Chi Minh, tr. 72, 74, 78.

Dang Ngoc Quy Hué (2018), Nghién cuu ty lé khang Clarithromycin,
Levofloxacin cua Helicobacter pylori bang Epsilometer va hiéu qua ciia
phac d6 EBMT & bénh nhén viém da day man, Luan an Tién Sy Y Hoc,
Trudng Pai Hoc Y Duoc Hué. tr. 66-67.

Tran Viét Hung (2021), Nghién citu sy hién dién cdc gen cagd, vacA,
iceA cua Helicobacter pylori o bénh nhan ung thw da day va viém da day
man, Lun an Tién Sy Y Hoc, Hoc Vién Quan Y, tr. 66- 68.

Tran Vin Huy (2018), Gido trinh sau dai hoc: Bénh hoc 5ng tiéu hoa,
Nha Xuat Ban Dai Hoc Hué, tr.57-62.



10.

I1.

12.

13.

14.

15.

16.

17.

L& Quy Hung, Ha Thi Minh Thi (2014), "Nghién ctru xac dinh kiéu gene
cagA va vacA cua Helicobacter pylori & bénh nhan ung thu da day", Tap
chi Y Duoc hoc - Truong Pai hoc Y Duoc Hué, (14), tr. 118-125.
Huynh Vi Viét Khanh (2020), Nghién cuu motif cagA-EPIYA cua
Helicobacter pylori o bénh nhan bénh Iy da day td trang, Luan van Thac
Sy Y Hoc, Truong Pai Hoc Y Dugc Hué, tr. 68.

Pham Hong Khanh, Tran Thi Huyén Trang, Nguyén Quang Duét, Vii Van
Khién (2021), "Tan suit va cac yéu t6 doc luc cua Helicobacter pylori &
bénh nhan viém da day man", Tap chi Y Hoc Viét Nam, 505, tr. 65-68.
Vii Vin Khién, Nguyén Quang Duat, Pham Hong Khanh (2021), "Nghién
ctru bude dau vé cagPAL oipA, dupA cia Helicobacter pylori & bénh
nhan loét t4 trang tai Viét Nam", Tap chi Y hoc Viét Nam, 505(2), tr. 14-
17.

Hoang Vian Minh, Luu Ngoc Hoat (2020), Phwong phdp chon mau va
tinh todn ¢& mau trong nghién ciru khoa hoc surc khoe, Truong Pai Hoc
Y Té Cong Cong, Mang Ludi Nghién Cru Khoa Hoc Strc Khoe Viét
Nam, tr. 26-27.

Nguyén Thi Mai Ngan (2021), Nghién ciru kiéu gene cagA, vacA va iceA
cua Helicobacter pylori ¢ bénh nhan bénh ly da day - ta trang tai Bénh
Vien Truong Dai Hoc Y Duoc Hué, Luéan van Thac si Y hoc, Truong Dai
hoc Y Dugc Hué.

Nguyén Thi Mai Ngan, Ha Thi Minh Thi (2022), "Nghién ctru ty 1é mang
gene cagA va kiéu gene vacA cua vi khuin Helicobacter pylori ¢ bénh
nhan bénh ly da day - ta trang", Tap chi Y Duoc hoc - Truong Dai hoc Y
Dugc Hué, 12(1), tr.76-81.

Hoang Trong Thang (2014), Bénh loét da day td trang, Nha Xuat Ban Dai
Hoc Hué, tr. 64-70.

Ha Thi Minh Thi, Nguyén Thi Mai Ngan, Nguyén Duy (2020), "Nghién



18.

19.

20.

ctru chan doan nhidm Helicobacter pylori bang ky thuat PCR dic hiéu
gene ureA tir mau mo sinh thiét niém mac da day ¢ bénh nhan bénh 1y da
day - ta trang", Tap chi Y Duoc hoc - Truong Pai hoc Y Duoc Hué - Tap
10, 56 2, tr. 43-49.

Ha Thi Minh Thi, Huynh Vii Viét Khanh, Nguyén Thi Mai Ngan, Tran
Vin Huy, Ding Cong Thuan (2021), "Nghién ctru dic diém phén tr motif
EPIYA gene cagA ciia vi khuan Helicobacter pylori & bénh nhan bénh ly
da day — té& trang", Tap chi Y Duoc hoc - Truwong Pai hoc Y Duoc Hué,
11(1), tr. 72-78.

Nguyén Van Tuin (2020), Phdn tich dit liéu véi R, Nha Xuat Ban Tong
Hop Thanh Phé H6 Chi Minh.

Pham Hung Van (2009), PCR va realtime PCR cdc vin dé co ban va dp
dung thuong gdp, Nha Xuat Ban Y Hoc, tr. 9-10, 21, 81.

TIENG ANH

21.

22.

23.

24.

25.

Alm R.A., Bina J., Andrews B.M., et al. (2000), Comparative genomics
of Helicobacter pylori: analysis of the outer membrane protein families,
Infect Immun, 68(7), pp. 4155-4168.

Ando T., Peek R.M., Pride D., et al. (2002), Polymorphisms of
Helicobacter pylort HP0638 reflect geographic origin and correlate with
cagA status, J Clin Microbiol, 40(1), pp. 239-246.

Ansari S. and Yamaoka Y. (2022), Helicobacter pylori Infection, Its
Laboratory Diagnosis, and Antimicrobial Resistance: a Perspective of
Clinical Relevance, Clin Microbiol Rev, 35(3), €0025821, pp. 1-55.
Ansari S. and Yamaoka Y. (2019), Helicobacter pylori Virulence Factors
Exploiting Gastric Colonization and its Pathogenicity, Toxins (Basel),
11(11), 677, pp.1-26.

Ansari S. and Yamaoka Y. (2020), Helicobacter pylori Virulence Factor
Cytotoxin-Associated Gene A (CagA)-Mediated Gastric Pathogenicity,



26.

27.

28.

29.

30.

31.

32.

33.

Int J Mol Sci, 21(19), 7430, pp. 1-16.

Ansari S. and Yamaoka Y. (2017), " Helicobacter pylori BabA in
adaptation for gastric colonization", World J Gastroenterol, 23(23), pp.
4158-4169.

Askari P., Karbalaei M., Ghazvini K., et al. (2021), Severe clinical
outcomes of infection with babA2-positive Helicobacter pylori strains in
the Iranian population: A systematic review and meta-analysis, Meta
Gene, 29, 100911, pp. 1-7.

Azizimoghaddam Y., Kermanpour S., Mirzaei N., et al. (2023), Genetic
diversity of Helicobacter pylori type IV secretion system cagl and cagN
genes and their association with clinical diseases, Sci Rep, 13(1), 10264,
pp. 1-12.

Bakhti S.Z., Latifi-Navid S., Gholizade Tobnagh S., et al. (2020), Which
genotype of Helicobacter pylori—cagA or cagE—Is better associated
with gastric Cancer risk? Lessons from an extremely high-risk area in
Iran, Infect Genet Evol, 85, 104431, pp. 1-6.

Banks M., Graham D., Jansen M., et al. (2019), British Society of
Gastroenterology guidelines on the diagnosis and management of patients
at risk of gastric adenocarcinoma, Gut, 68(9), pp.1545—-1575.

Bartpho T.S., Wattanawongdon W., Tongtawee T., et al. (2020),
Precancerous Gastric Lesions with Helicobacter pylori vacA + / babA 2
+ / oipA + Genotype Increase the Risk of Gastric Cancer, Biomed Res Int,
7243029, pp. 1-8.

Bickley J., Owen R.J., Fraser A.G., et al. (1993), Evaluation of the
polymerase chain reaction for detecting the urease C gene of Helicobacter
py/ori in gastric biopsy samples and dental plaque”, J. Med. Microbiol,
39, pp. 338 -344.

Blanchard T.G. and Nedrud J.G. (2012), Laboratory Maintenance of



34.

35.

36.

37

38.

39.

40.

41.

Helicobacter Species, Current Protocols in Microbiology (February 2012
ed., Vol.24), John Wiley & Sons, Inc, pp.8B.1.1-8B.1.19.
Boonyanugomol W., Chomvarin C., Sripa B., et al. (2012), Molecular
analysis of Helicobacter pylori virulent-associated genes in hepatobiliary
patients, Hpb, 14(11), pp. 754-763.

Boyanova L., Yordanov D., Gergova G., et al. (2011), Benefits of
Helicobacter pylori cagE genotyping in addition to cagA genotyping: a
Bulgarian study, Antonie Van Leeuwenhoek, 100(4), pp. 529-535.

Braga L.L.B.C., Batista M.H.R., De Azevedo O.G.R., et al. (2019), OipA
“on” status of Helicobacter pylori is associated with gastric cancer in

North-Eastern Brazil, BMC Cancer, 19(1), 48, pp. 1-7.

. Bucci, Pamela, Yanina Barbaglia, Fabian Tedeschi, and Fabian Zalazar
(2023), Helicobacter 9Pylori Infection: A Balance between Bacteria and
Host, Revista Argentina de Microbiologia, 55 (1), pp. 60—67.

Bustos-Fraga S., Salinas-Pinta M., Vicuna-Almeida Y., et al. (2023)
,Prevalence of Helicobacter pylori genotypes: cagA, vacA (ml), vacA
(s1), babA2, dupA, iceAl, oipA and their association with
gastrointestinal diseases. A cross-sectional study in Quito-Ecuador, BMC
Gastroenterol, 23(1), pp. 197-206.

Centers for Disease Control and Prevention (CDC) (2009), State-specific
secondhand smoke exposure and current cigarette smoking among adults
- United States, 2008, MMWR Morb Mortal Wkly Rep, 58(44), pp. 1232—
1235.

Chattopadhyay S., Patra R., Ramamurthy T., et al. (2004), Multiplex PCR
Assay for Rapid Detection and Genotyping of Helicobacter pylori
Directly from Biopsy Specimens, J Clin Microbiol, 42(6), pp. 2821—
2824.

Chen M.-Y. (2013), Association of Helicobacter pylori babA2 with peptic



42.

43.

44.

45

46.

47.

48.

49.

50.

51.

ulcer disease and gastric cancer, World J Gastroenterol, 19(26), pp. 4242-
4251.

Chomvarin C., Namwat W., Chaicumpar K., et al. (2008), Prevalence of
Helicobacter pylori vacA, cagA, cagE, iceA and babA2 genotypes in Thai
dyspeptic patients, Int J Infect Dis, 12(1), pp. 30-36.

Conteduca et al (2013), H. pylori infection and gastric cancer: State of the
art, Int J Oncol, 42(1), pp. 5-18.

Correa P. and Houghton J. (2007), Carcinogenesis of Helicobacter pylori,
Gastroenterology, 133(2), pp. 659—672.

. Correa P. and Piazuelo M.B. (2012),The gastric precancerous cascade, J

Dig Dis, 13(1), pp. 2-9.

Dabiri H., Jafari F., Baghaei K., et al. (2017), Prevalence of Helicobacter
pylori vacA , cagA , cagE , oipA, iceA , babA2 and babB genotypes in
Iranian dyspeptic patients, Microb Pathog, 105, pp. 226-230.

Dixon M.F., Genta R.M., Yardley J.H., et al. (1996), "Classification and
grading of Gastritis: The updated Sydney system", Am J Surg Pathol,
20(10), pp. 1161-118]1.

Doohan D., Rezkitha Y.A.A., Waskito L.A., et al (2021)", Helicobacter
pylori BabA-SabA Key Roles in the Adherence Phase: The Synergic
Mechanism for Successful Colonization and Disease Development,
Toxins (Basel), 13(7), 485, pp. 1-12.

Dore M.P. and Pes G.M. (2021), What Is New in Helicobacter pylori
Diagnosis. An Overview, J Clin Med, 10(10), 2091, pp. 1-15.
Dossumbekova A., Prinz C., Mages J., et al. (2006), Helicobacter pylori
HopH (OipA) and Bacterial Pathogenicity: Genetic and Functional
Genomic Analysis of hopH Gene Polymorphisms, J Infect Dis, 194(10),
pp. 1346—-1355.

Erzin Y., Koksal V., Altun S., et al. (2006), Prevalence of Helicobacter



pylori vacA, cagA, cagE, iceA, babA2 Genotypes and Correlation with
Clinical Outcome in Turkish Patients with Dyspepsia, Helicobacter,

11(6), pp. 574—580.

52. Esmaeilzadeh A., Goshayeshi L., Bergquist R., et al. (2021), Characteristics

53.

54.

55.

56.

57.

58.

of gastric precancerous conditions and Helicobacter pylori infection
among dyspeptic patients in north-eastern Iran: is endoscopic biopsy and
histopathological assessment necessary?, BMC Cancer, 21(1), 1143, pp.
1-12.

Farzi N., Yadegar A., Aghdaei H.A., et al. (2018), Genetic diversity and
functional analysis of oipA gene in association with other virulence
factors among Helicobacter pylori isolates from Iranian patients with
different gastric diseases, Infect Genet Evol, 60, pp. 26—-34.

Gerhard M., Lehn N., Neumayer N., et al. (1999), Clinical relevance of
the Helicobacter pylori gene for blood-group antigen-binding adhesin,
Proc Natl Acad Sci, 96(22), pp. 12778-12783.

GholizadeTobnagh S., Bakhti S.Z., Latifi Navid S., et al. (2017), Role of
Plasticity Region Genes and cagE gene of cagPAI of Helicobacter pylori
in Development of Gastrointestinal (GI) Diseases, Asian Pac J Cancer
Prev, 18(1), pp. 43—49.

Gonzalez C.A., Figueiredo C., Lic B.C., et al. (2011), Helicobacter pylori
cagA and vacA Genotypes as Predictors of Progression of Gastric
Preneoplastic Lesions: A Long-Term Follow-Up in a High-Risk Area in
Spain, Am J Gastroenterol, 106(5), pp. 867-874.

Gosho M., Ohigashi T., Nagashima K., et al. (2023), Bias in Odds Ratios
From Logistic Regression Methods With Sparse Data Sets, J Epidemiol,
33(6), JE20210089, pp. 1-11.

Graham D.Y., Opekun A.R., Osato M.S., et al. (2004), Challenge model

for Helicobacter pylori infection in human volunteers, Gut, 53(9), pp.



59.

60.

61.

62.

63.

64.

65.

66.

1235-1243.

Greenland S. and Mansournia M.A. (2015), Penalization, bias reduction,
and default priors in logistic and related categorical and survival
regressions, Stat Med, 34(23), pp. 3133-3143.

Ha T.M.T., Le T.N.U., Nguyen V.N., et al. (2019), Association of TP53
gene codon 72 polymorphism with Helicobacter pylori-positive non-
cardia gastric cancer in Vietnam, J Infect Dev Ctries, 13(11), pp. 984—
991.

Hoang T.T.H., Bengtsson C., Phung D.C., et al. (2005), Seroprevalence
of Helicobacter pylori Infection in Urban and Rural Vietnam, Clin
Vaccine Immunol, 12(1), pp. 81-85.

Hooi J.K.Y., La1 W.Y., Ng WK, et al. (2017), Global Prevalence of
Helicobacter pylori Infection: Systematic Review and Meta-Analysis,
Gastroenterology, 153(2), pp. 420—429.

Horridge D.N., Begley A.A., Kim J., et al. (2017), Outer inflammatory
protein a (OipA) of Helicobacter pylori is regulated by host cell contact
and mediates CagA translocation and interleukin-8 response only in the
presence of a functional cag pathogenicity island type IV secretion
system, Pathog Dis, 75(8), pp.1-11.

Idowu A., Mzukwa A., Harrison U., et al. (2019), Detection of
Helicobacter pylori and its virulence genes (cagA, dupA, and vacA)
among patients with gastroduodenal diseases in Chris Hani Baragwanath
Academic Hospital, South Africa, BMC Gastroenterol, 19(1), 73, pp. 1-
10.

Ishag S. and Nunn L. (2015), Helicobacter pylori and gastric cancer: a
state of the art review, Gastroenterol Hepatol from bed to bench, 8(Suppl
1), S6-S14.

Ishijjima N., Suzuki M., Ashida H., et al. (2011), BabA-mediated



67.

68.

69.

70.

71.

72.

73.

74.

Adherence Is a Potentiator of the Helicobacter pylori Type IV Secretion
System Activity, J Biol Chem, 286(28), pp. 25256-25264.

Jones K.R., Whitmire J.M., and Merrell D.S. (2010), A Tale of Two
Toxins: Helicobacter Pylori CagA and VacA Modulate Host Pathways
that Impact Disease, Front Microbiol, 1, 15, pp. 1-17.

Kao C.-Y., Sheu B.-S., and Wu J.-J. (2016), Helicobacter pylori infection:
An overview of bacterial virulence factors and pathogenesis, Biomed J,
39(1), pp. 14-23.

Khadir El M., Boukhris S.A., Zahir S.O., et al. (2021), CagE, cagA and
cagA 3’ region polymorphism of Helicobacter pylori and their association
with the intra-gastric diseases in Moroccan population, Diagn Microbiol
Infect Dis, 100(3), 115372, pp. 1-7.

Khatoon J., Prasad K.N., Prakash Rai R., et al. (2017), Association of
heterogenicity of Helicobacter pylori cag pathogenicity island with peptic
ulcer diseases and gastric cancer, Br J Biomed Sci, 74(3), pp. 121-126.
Kim A., Lai J., Merrell D.S., et al. (2021), Geographic diversity in
Helicobacter pylori oipA genotype between Korean and United States
isolates, J Microbiol, 59(12), pp. 1125-1132.

Kim JY., Kim N., Nam R.H. et al. (2014), Association of
polymorphisms in virulence factor of Helicobacter pylori and
gastroduodenal diseases in South Korea, J Gastroenterol Hepatol, 29(5),
pp. 984-991.

Kishk R.M., Soliman N.M., Anani M.M., et al. (2021), Genotyping of
Helicobacter pylori Virulence Genes cagA and vacA: Regional and
National Study, Int J Microbiol, 5540560, pp. 1-7.

Kpoghomou M.-A., Wang J., Wang T., et al. (2020), Association of
Helicobacter pylori babA2 gene and gastric cancer risk: a meta-analysis,

BMC Cancer, 20(1), 465, pp. 1-7.



75.

76.

77.

78.

79.

80.

81.

82.

83.

Kushima R, Lauwers GY R.M. (2019), Gastric dysplasia, In Digestive
System Tumours: WHO Classification of Tumours 5th Edition, World
Health Organization, pp. 71-75.

Kusters J.G., van Vliet A.H.M., and Kuipers E.J. (2006), Pathogenesis of
Helicobacter pylori infection, Clin Microbiol Rev, 19(3), pp. 449—490.
Lee D.-H., Ha J.-H., Shin J.-I., et al. (2021), Increased Risk of Severe
Gastric Symptoms by Virulence Factors vacAslc , alpA , babA2 , and
hop Z in Helicobacter pylori Infection, J Microbiol Biotechnol, 31(3), pp.
368-379.

Lima V.P., Silva-Fernandes 1.J. de L., Alves M.K.S., et al. (2011),
Prevalence of Helicobacter pylori genotypes (vacA, cagA, cagE and
virB11) in gastric cancer in Brazilian’s patients: An association with
histopathological parameters, Cancer Epidemiol, 35(5), e32—e37.

LiuJ., He C.,Chen M., et al. (2013), Association of presence/absence and
on/off patterns of Helicobacter pylori oipA gene with peptic ulcer disease
and gastric cancer risks: a meta-analysis, BMC Infect Dis, 13, 555, pp. 1-
10.

Markovska R., Boyanova L., Yordanov D., et al. (2011), Helicobacter
pylori oipA genetic diversity and its associations with both disease and
cagA, vacA s, m, and i alleles among Bulgarian patients, Diagn Microbiol
Infect Dis, 71(4), pp. 335-340.

Marshall B.J. and Warren J.R. (1984), Unidentified curved bacilli in the
stomach of patients with gastritis and peptic ulceration, Lancet (London,
England), 1(8390), pp. 1311-1315.

Matsuo Y., Kido Y., and Yamaoka Y. (2017), Helicobacter pylori Outer
Membrane Protein-Related Pathogenesis, Toxins (Basel), 9(3), 101, pp.
1-9.

Mégraud F. and Lehours P. (2007), Helicobacter pylori Detection and



84.

85

86.

87.

88.

89.

90.

91.

92.

Antimicrobial Susceptibility Testing, Clin Microbiol Rev,20(2), pp. 280—
322.

Mizushima T., Sugiyama T., Komatsu Y., et al. (2001), Clinical
Relevance of the babA2 Genotype of Helicobacter pylori in Japanese
Clinical Isolates, J Clin Microbiol, 39(7), pp. 2463—-2465.

. Mohammad Yaghoobi and David Armstrong (2022), Peptic ulcer diseases.

In Yamada’s Textbook of Gastroenterology, 3 Volume 1, 7th Edition.
John Wiley & Sons Ltd, pp. 924 - 938.

Molina-Castro S., Garita-Cambronero J., Malespin-Bendaiia W., et al.
(2019), Virulence factor genotyping of Helicobacter pylori isolated from
Costa Rican dyspeptic patients, Microb Pathog, 128, pp. 276—280.
Mukhopadhyay A.K., Kersulyte D., Jeong J.-Y., et al. (2000),
Distinctiveness of Genotypes of Helicobacter pylori in Calcutta, India, J
Bacteriol, 182(11), pp. 3219-3227.

Nguyen L.T., Uchida T., Tsukamoto Y., et al. (2010), Clinical relevance
of cagPAI intactness in Helicobacter pylori isolates from Vietnam, Eur J
Clin Microbiol Infect Dis, 29(6), pp. 651-660.

Nguyen T.H., Ho T.T.M., Nguyen-Hoang T.-P., et al. (2021), The
endemic Helicobacter pylori population in Southern Vietnam has both
South East Asian and European origins, Gut Pathog, 13(1), 57, pp. 1-14.
Nguyen T.L., Uchida T., Tsukamoto Y., et al. (2010), Helicobacter pylori
infection and gastroduodenal diseases in Vietnam: a cross-sectional,
hospital-based study, BMC Gastroenterol, 10(1), 114, pp. 1-7.
Nishizawa T., Suzuki H., Sakitani K., et al. (2017), Family history is an
independent risk factor for the progression of gastric atrophy among
patients with Helicobacter pylori infection, United Eur Gastroenterol J,
5(1), pp. 32-36.

Noto J.M. and Peek R.M. (2012), The Helicobacter pylori cag



93.

94.

95.

96.

97.

98.

99.

100.

101.

Pathogenicity Island, Methods Mol Biol., 921, pp. 41-50.

Oztekin M., Yilmaz B., Agagiindiiz D., et al. (2021), Overview of
Helicobacter pylori Infection: Clinical Features, Treatment, and
Nutritional Aspects, Diseases, 9(4), 66, pp. 1-19.

Patel S.K. (2014), Diagnosis of Helicobacter pylori : What should be the
gold standard?, World J Gastroenterol, 20(36), pp. 12847-12859.

Peek R.M., Miller G.G., Tham K.T., et al. (1995), Detection of
Helicobacter pylori gene expression in human gastric mucosa, J Clin
Microbiol, 33(1), pp. 28-32.

Phan T.N., Santona A., Tran V.H., et al. (2017), Genotyping of
Helicobacter pylori shows high diversity of strains circulating in central
Vietnam, Infect Genet Evol, 52, pp. 19-25.

Pormohammad A., Ghotaslou R., Leylabadlo H.E., et al. (2018), Risk of
gastric cancer in association with Helicobacter pylori different virulence
factors: A systematic review and meta-analysis, Microb Pathog, 118, pp.
214-219.

Price (1991), The Sydney System: Histological division, J Gastroenterol
Hepatol, 6(3), pp. 209-222.

Puhr R., Heinze G., Nold M., et al. (2017), Firth’s logistic regression with
rare events: accurate effect estimates and predictions?, Stat Med, 36(14),
pp- 2302-2317.

Quach D.T., Vilaichone R.-K., Vu K. Van, et al. (2018), Helicobacter
pylori Infection and Related Gastrointestinal Diseases in Southeast Asian
Countries: An Expert Opinion Survey, Asian Pac J Cancer Prev, 19(12),
pp. 3565-3569.

Rad R., Gerhard M., Lang R., et al. (2002), The Helicobacter pylori Blood
Group Antigen-Binding Adhesin Facilitates Bacterial Colonization and

Augments a Nonspecific Immune Response, J Immunol, 168(6), pp.



102.

103.

104.

105.

106.

107.

108.

109.

3033-3041.

Remick D.G. (2005), Interleukin-8, Crit Care Med, 33(12 Suppl), S466-
7.

Roman-Roman A., Martinez-Carrillo D.N., Atrisco-Morales J., et al.
(2017), Helicobacter pylori vacA slml genotype but not cagA or babA2
increase the risk of ulcer and gastric cancer in patients from Southern
Mexico, Gut Pathog, 9(1), 18, pp. 1-12.

Sabbagh P., Mohammadnia-Afrouzi M., Javanian M., et al. (2019),
Diagnostic methods for Helicobacter pylori infection: ideals, options, and
limitations, Eur J Clin Microbiol Infect Dis, 38(1), pp. 55-66.

Sahara S., Sugimoto M., Vilaichone R.-K., et al. (2012), Role of
Helicobacter pylori cagA EPIYA motif and vacAgenotypes for the
development of gastrointestinal diseases in Southeast Asian countries: a
meta-analysis, BMC Infect Dis, 12(1), 223, pp.1-13.

Sallas M.L., dos Santos M.P., Orcini W.A., et al. (2019), Status (on/of¥)
of oipA gene: their associations with gastritis and gastric cancer and
geographic origins, Arch Microbiol, 201(1), pp. 93-97.

Santos Pereira dos E., Magalhdes Albuquerque L., de Queiroz Balbino
V., et al. (2020), Helicobacter pylori cagE, cagG, and cagM can be a
prognostic marker for intestinal and diffuse gastric cancer, Infect Genet
Evol, 84, 104477, pp. 1-8.

Shah S.C., Piazuelo M.B., Kuipers E.J., et al. (2021), AGA Clinical
Practice Update on the Diagnosis and Management of Atrophic Gastritis:
Expert Review, Gastroenterology, 161(4), pp. 1325-1332.

Shahini Shams Abadi M., Ashrafi-Dehkordi K., Ahmadi R., et al. (2021),
Frequency of virulence-associated genotypes of Helicobacter pylori and
their correlation with clinical outcome and histological parameters in

infected patients, Heliyon, 7(7), €07610, pp. 1-6.



110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

Shariq M., Kumar N., Kumari R., et al. (2015), Biochemical Analysis of
CagE: A VirB4 Homologue of Helicobacter pylori Cag-T4SS, PLoS One,
10(11), e0142606, pp. 1-23.

Sharndama H.C. and Mba 1.E. (2022), Helicobacter pylori: an up-to-date
overview on the virulence and pathogenesis mechanisms, Brazilian J
Microbiol, 53(1), pp. 33-50.

Shetty V., Lingadakai R., Pai G.C., et al. (2021), Profile of Helicobacter
pylori cagA &amp; vacA genotypes and its association with the spectrum
of gastroduodenal disease, Indian J Med Microbiol, 39(4), pp. 495-499.
Shiota S., Matsunari O., Watada M., et al. (2010), Serum Helicobacter
pylori CagA antibody as a biomarker for gastric cancer in east-Asian
countries, Future Microbiol, 5(12), pp. 1885—1893.

Singh S., Sharma P., Mahant S., et al. (2023), Analysis of Functional
Status of Genetically Diverse OipA Gene in Indian Patients with Distinct
Gastrointestinal Disease, Curr Microbiol, 80(1), 35, pp. 1-8.

Sterbenc A., Jarc E., Poljak M., et al. (2019), Helicobacter pylori
virulence genes, World J Gastroenterol, 25(33), pp. 4870—4884.
Sterbenc A., Lunar M.M., Homan M., et al. (2020), Prevalence of the
Helicobacter pylori babA2 Gene in Children Mainly Depends on the PCR
Primer Set Used, Can J Infect Dis Med Microbiol, 4080248, pp. 1-9.
Suerbaum S. and Michetti P. (2002), Helicobacter pylori infection, N
Engl J Med, 347(15), pp. 1175-1186.

Sugano K., Tack J., Kuipers E.J., et al. (2015), Kyoto global consensus
report on Helicobacter pylori gastritis, Gut, 64(9), pp. 1353-1367.
Teymournejad O., Mobarez A.M., Hassan Z.M., et al. (2014), In Vitro
Suppression of Dendritic Cells by Helicobacter pylori OipA,
Helicobacter, 19(2), pp. 136—143.

Torres K., Valderrama E., Sayegh M., et al. (2014), Study of the oipA



121.

122.

123.

124.

125.

126.

127.

128.

129.

genetic diversity and EPI'Y A motif patterns in cagA -positive Helicobacter
pylori strains from Venezuelan patients with chronic gastritis, Microb
Pathog, 76, pp. 26-32.

Tserentogtokh T., Gantuya B., Subsomwong P., et al. (2019), Western-
Type Helicobacter pylori CagA are the Most Frequent Type in Mongolian
Patients, Cancers (Basel), 11(5), 725, pp. 1-10.

Tytgat et al (1991), The Sydney System: Endoscopic division.
Endoscopic appearances in gastritis/duodenitis, J Gastroenterol Hepatol,
6(3), pp. 223-234.

Uemura N., Okamoto S., Yamamoto S., et al. (2001), Helicobacter pylori
infection and the development of gastric cancer, N Engl J Med, 345(11),
pp. 784-789.

Viet H.T., Ngoc A.T., Quang D.N., et al. (2021), IDDF2021-ABS-0081
Detection of helicobacter pylori cagA, vacA, iceA virulence genes in
patients with gastric cancer, Gut, 70, pp. A109-A111.

Wang et al (1996), Risk Factors for Peptic Ulcer in Shanghai, Int J
Epidemiol, 25(3), pp. 638—643.

Waugh D.J.J. and Wilson C. (2008), The interleukin-8 pathway in cancer,
Clin Cancer Res, 14(21), pp. 6735-6741.

Windsor H. (1999), Successful recovery of H. pylori from rapid urease
tests (CLO tests), Am J Gastroenterol, 94(11), pp. 3181-3183.
Wroblewski L.E., Choi E., Petersen C., et al. (2019), Targeted
mobilization of Lrigl + gastric epithelial stem cell populations by a
carcinogenic Helicobacter pylori type IV secretion system, Proc Natl
Acad Sci, 116(39), pp. 19652—-19658.

Xu C., Soyfoo D.M., Wu Y., et al. (2020), Virulence of Helicobacter
pylori outer membrane proteins: an updated review, Eur J Clin Microbiol

Infect Dis, 39(10), pp. 1821-1830.



130.

131.

132.

133.

134.

135.

136.

137.

138.

Xue Z., Yang H., Su D., et al. (2021), Geographic distribution of the
cagA, vacA, iceA, oipA and dupA genes of Helicobacter pylori strains
isolated in China, Gut Pathog, 13(1): 39, pp. 1-11.

Yamaoka Y. (2008), Roles of Helicobacter pylori BabA in
gastroduodenal pathogenesis, World J Gastroenterol, 14(27), pp. 4265-
4272.

Yamaoka Y. (2010), Mechanisms of disease: Helicobacter pylori
virulence factors, Nat Rev Gastroenterol Hepatol, 7(11), pp. 629-641.
Yamaoka Y. (2012), Pathogenesis of Helicobacter pylori-Related
Gastroduodenal Diseases from Molecular Epidemiological Studies,
Gastroenterol Res Pract, 2012, 371503, pp. 1-9.

Yamaoka Y., Kikuchi S., ElZimaity HM.T., et al. (2002), Importance of
Helicobacter pylori oipA in clinical presentation, gastric inflammation,
and mucosal interleukin 8 production, Gastroenterology, 123(2), pp.
414-424.

Yamaoka Y., Kudo T., Lu H., et al. (2004), Role of interferon-stimulated
responsive element-like element in interleukin-8 promoter in
Helicobacter pylori infection, Gastroenterology, 126(4), pp. 1030—1043.
Yamaoka Y., Kwon D.H., and Graham D.Y. (2000), A Mr 34,000
proinflammatory outer membrane protein ( oipA ) of Helicobacter pylori,
Proc Natl Acad Sci, 97(13), pp. 7533—7538.

Yamaoka Y., Ojo O., Fujimoto S., et al. (2006), Helicobacter pylori outer
membrane proteins and gastroduodenal disease, Gut, 55(6), pp. 775-781.
Yanovich O.0., Titov L.P., and Doroshko M. V. (2022), Genetic
Diversity and Functional Status of the oipA Gene of Helicobacter pylori.
Its Association with Genes of the Pathogenicity Island in Patients with
Gastroduodenal Diseases in the Republic of Belarus, Mol Genet

Microbiol Virol, 37(4), pp. 173—-178.



139.

140.

141.

Yul. (2002), Relationship between Helicobacter pylori babA2 status with
gastric epithelial cell turnover and premalignant gastric lesions, Gut,
51(4), pp. 480—484.

Zambon C.-F. (2003), Helicobacter pylori babA2, cagA, and sl vacA
genes work synergistically in causing intestinal metaplasia, J Clin Pathol,
56(4), pp. 287-291.

Zhao Q., Song C., Wang K., et al. (2020), Prevalence of Helicobacter
pylori babA, oipA, sabA, and homB genes in isolates from Chinese
patients with different gastroduodenal diseases, Med Microbiol Immunol,

209(5), pp. 565-577.



PHU LUC



PHU LUC 1: PHIEU THU THAP SO LIEU NGHIEN CUU VA
PON TU NGUYEN THAM GIA NGHIEN CUU
PHIEU THU THAP SO LIEU NGHIEN CUU

I. PHAN HANH CHINH:

HoO N oo e
G101 tinh: 0. Nt 1. Nam

Diachic... .o o e e e e e e e e e e
Tudi: ..o Nhom tuoi: 0. <40 1.>40

Ngay thu thap s6 liéu: ....... /....... /202

II. PAC PIEM LAM SANG, NOI SOI, MO BENH HQC:
1. Hat thudc 14: 0. Khong 1.Co

2. Céc triéu chirng 1am sang

1. Pau bung thugng vi 0. Khong [ 1.Co [
2. Nong rat thugong vi 0. Khong [ 1.Co [
3. O hoi, o chua 0. Khong [ 1.C6 [
4. Nén, budn non 0. Khong [ 1.Co [
5. Pay bung, kho tiéu 0. Khéng [ 1.Co [
6. Chéan an 0. Khong [ 1.Co [

3. Pic diém ndi soi
3.1. Nhom viém da day

- Dang viém qua ndi soi

1. Viém sung huyét 5. Viém teo
2. Viém trot phfmg 6. Viém trao ngugc dich mat
3. Viém trot n6i 7. Viém phi dai

4. Viém xuat huyét

3.2. Nhom loét da day ta trang

1. Loét hang vi 3. Loét kép da day ta trang
2. Loét ta trang



4. Pic diém mo hoc clia miu viém da day

1. Viém man 0. Khong [ 1.C¢o [
2. Viém teo 0. Khong [ 1.Co [
3. Di san rudt 0. Khong [ 1.Co [
4. Loan san 0. Khong [ 1.Co [

1. Viém man khéng ton thuong tién ung thu [
2. Viém man c6 t6n thuong tién ung thu [
5. Bénh viém loét da day ta trang
0. Viém da day man khong c6 ton thuong tién ung thu
1. Loét da day ta trang
2. Viém da day man c6 t6n thuong tién ung thu
III. KET QUA PCR CAC GENE VA TO HOQP GENE oipA, babA2, cagE, cagA
CUA H. PYLORI
1. Gene oipA
1.1. Trang thai chirc nang: 0. Tat 1. Bat
1.2. MO hinh CT: ..o e,
1.3. Vitrilap CT: 0.+19 1.4+23
1.4. Tinh lién tuc cia mo hinh CT 1ap: 0. Khong lién tuc 1. Lién tuc
2. Gene babA?2

0. Am tinh 1. Duong tinh
3. Gene cagE

0. Am tinh 1. Duong tinh
4. Gene cagA

0. Am tinh 1. Duong tinh
5. cagA/cagE

0. Cac to hop cagAd/cagE con lai 1. cagA (+)/ cagE (+)
6. cagA/ babA2

0. Cac to hop cagd/ babA2 con lai 1. cagA (+)/ babA2 (+)
7. cagA/ oipA

0. Cac to hop cagd/ oipA con lai 1. cagA (+)/ oipA "bat"



8. babA2/ oipA
0. Cac t6 hop babA2/ 0ipA con lai

9. cagA/ cagE/ babA2
0. Cac t6 hop cagAd/ cagE/ babA2 con lai
1. cagA (+)/ cagE (+)/ babA2 (+)

10. cagA/ cagE/ oipA
0. Cac t6 hop cagd/ cagE/ oipA con lai
1. cagA (+)/ cagE (+)/ oipA "bat"

1. babA2(+)/ 0ipA "bét"

Nguoi thu thap sb liéu

Thai Thi Hong Nhung



CONG HOA XA HOI CHU NGHIA VIET NAM
Baoce 1ap - Tu do - Hanh phuc

PON TU NGUYEN THAM GIA NGHIEN CUU Y HQC

Toiten la:. ..o Sinh ndm/tudi: ...... Gi61: nam[]- n{r[]
DA O

Sau khi t6i dugc nghién ctru vién (NCV) gi6i thiéu vé dé tai luan an tién si
“Nghién ctru cac gene oipA, babA2, cagE va cagA cua vi khuan Helicobacter pylori
¢ cac bénh nhan viém, loét da day ta trang”.

T6i da duge NCV cung cap day du thong tin vé nghién ciru. Toi hiéu 16 viée
can nudi cdy vi khuan H. pylori dé xac dinh cac gene nghién ctru nham cung cip mo
hinh kiéu gene ctia vi khuan nay tai Can Tho va céc tinh Pong bang song Ctru Long.

T61 da nghe va hleu veé nhimg nguy co thé - xdy ra voi ban than t61, khi toi tham
gia nghién citu nay, bao g6m mot s6 khé chiu hiém gip trong qué trinh noi soi va lay
mAu sinh thiét.

T6i da nghe va hiéu vé nhiing loi ich voi ban than toi, khi toi tham gia nghién
ctru nay: t6i dugc chan doan nhidm H. pylori bang xét nghiém urease nhanh va nudi
cdy, dugc phan tich gene cta chung H. pylori minh nhiém ma khong can thém chi
phi.

T6i cling biét trong qué trinh tham gia nghién ctru, toi s& duoc ndi soi da day
va sinh thiét mo da day dé danh gia ton thuong, lam cac xét nghiém nudi cdy va phan
tich gene vi khuan H. pylori.

T6i biét khi tham gia nghién ctru, t6i can co trach nhiém hop tac voi NCV dé
cung cip nhiing thong tin trung thyc, chinh xac vé bénh 1y ciia minh dé chan doan
duoc chinh xac.

Nhung tdi ciing biét minh ¢ thé rat khoi, théi khong tham gia nghién ctu vi
nhitng 1y do c4 nhan ma s& khong gip phai kho khin nao, cling nhu t6i s& van duge
nhan diéu tri pht hop voi tinh hinh bénh tat ciia minh ma khong bi phan biét ddi x.

T6i dong ¥ tham gia nghién ctru.

T61 xin cam doan nhirng ndi dung trén day l1a do to61 hoan toan tu nguyén.

Can Tho, ngdy ..... thang .....nam 20 .....
Nguwoi viet don
(Ky, ghi ro ho va tén)



PHU LUC 2: CAC HINH ANH TRONG NGHIEN CUU

Hinh 1. May luan nhiét

Hinh 2. H¢ thong dién di ngang Enduro Electrophoresis Systems



Hinh 4. May gia nhiét, may ly tim, may vortex



M1 2 3 4 5 6 78 9 1011 12 13 14(+) (-)

Hinh 5. Hinh 4nh dié¢n di sin pham PCR dic hi¢u gene oipA
(M: thang chuan 100 bp, (+): chtrng duong, (-): chirng am,
Mau 1-14: 0ipA(+). (Nguon: két qua nghién ciru)

M 1 2 3 4 5 &6 7 8 9 10 11 (+) (=)

Hinh 6. Hinh dnh dién di sin pham PCR dic hiéu gene babA2
(M: thang chuan 100 bp, (+): chtrng duong, (-): chirng am,
Maul,2,4,7,8,9, 11: babA2 (+). Mau 3, 5, 6, 10: babA2 (-).
(Nguon: két qua nghién ciru)

M 1 234 5 67 8 9 1011 12 (+) (-

450 bp dén 600 bp

Hinh 7. Hinh anh dién di san pham PCR dic hiéu gene cagA
(M: thang chuan 100 bp, (+): chitng duong, (-): chirng am,
Mau1,2,3,4,6,8,9,10, 11, 12: cagd (+). Mau 5, 7, 8: cagA (-).
(Nguén: két qua nghién ciru)



M1 234 5 67 89 101112 13 1415 16 17(H) ()

508 bp
[ragp— ---------—-—---

Hinh 8. Hinh dnh dién di san phim PCR dic hiéu gene cagE
(M: thang chuan 100 bp, (+): chtrng duong, (-): chimg am, mau 1, 2, 4 - 17:
cagE (+), mau 3: cagF (-)). (Nguon: két qua nghién ciru)

M 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 (#) (-)

550 bp

Hinh 9. Hinh anh dién di sin pham PCR dic hiéu cagPAI empty
(M: thang chuan 100 bp, (+): chimg duong, (-): chimg am). Mau 3, 8, 9, 15:
cagPAl empty (+), Mau 1, 2, 4-7, 10-14, 16-18: cagPAI empty (-).
(Nguén: két qua nghién ciru)
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PHU LUC 3:

DANH SACH BENH NHAN THAM GIA NGHIEN CUU
p,u TRUNG TAM NOI SOI- NOI SOI CAN THIEP
BENH VIEN TRUONG PAI HQC Y DUGC CAN THO

Stt Ho va tén Tudi | Giéi tinh M s6 bénh nhén
|| TRAN THINGOCT. 22 N DHYD-211019000254
2 | VOTRIN. 24 Nam DHYD-230318000178
3 |BIENTHIBICHT. 42 Nir DHYD-200121000220
4 | TRANTIN. 33 Nam DHYD-070621000015
5 | BPONGOCP. 52 Nam DHYD-140621000073
6 | MAI TUYET D. 27 Nir DHYD-140621000013
7 | PHAN THI CAM V. 23 Nir DHYD-290521000013
8 | LE THIMAIN. 32 Nit DHYD-281220000060
9 | NGUYEN THINGOC L. 57 N DHYD-240621000040
10 | NGUYEN THANH H. 53 Nam DHYD-070721000004
]1 | LEHOANG THUY PHUONGL. | 26 Nir DHYD-080721000036
12 | PHAM HOANG T. 26 Nam 7842422
13 | TRUONG MINH B. 57 Nam 7842509
14 | NGUYEN THIT. 22 Nir 7813302
15 | NGUYEN PHUC H. 36 Nir 7851194
16 | TOPUCT. 33 Nam 7855644
17 | TRAN QUOC Q. 44 Nam 7832640
18 | NGUYEN THI MINH T. 65 Nir 7857392
19 | PHAN VAN H. 54 Nam 7859350
20 | HUYNH THIN. 63 Nir 7859580
21 | NGUYEN VANT, 70 Nam 7861987




22 | NGUYEN MINH L. 64 Nam 7863894
23 | NGUYEN HUNG L. 38 Nam 7874309
24 | TRAN THI H. 46 Nir 7879991
25 | TO MINH D. 24 Nam 7881260
26 | TRUONG HO THAI C. 27 Nam 7885725
27 |NGUYEN YENN. 20 Nir 7886078
28 | NGUYEN THI KIM 8. 78 Nir 7886218
29 | THACH MINH T. 34 Nam 7886117
30 | NGUYEN VAN A. 59 Nam 7886583
31 | PO THACH A. 47 Nam 7890251
32 | TIEU THI L. 58 Nit 7890275
33 | NGUYEN NHUT K. 37 Nam 7890811
34 | PHAM TH] THUY H. 50 Nt 7875570
35 | NGUYEN MAI HOAL D. 26 Nam 7891249
36 | TIETBAOL. 28 Nam 7891546
37 | VO THI CAMD. 22 Nit 7891463
38 | TRAN QUANG S. 32 Nam 7824474
39 | LE THIMY H. 57 Nit 7890351
40 | PAO THI HONG S. 29 Nir 7893567
41 | VUTHIN. 66 Nit 7893840
42 | NGUYEN LAM QUANG V. 22 Nam 7864451
43 | HUYNH THI QUYEN C. 37 Nir 7894196
44 |LETHILET. 62 N 7894195
45 | DANG THUY T. 28 Nu 7837655
46 | LE THI THUY A. 39 Nir 7895392
47 | O VANH, 38 Nam 7895369
48 |NGUYEN THIMY D. 40 Nir 7896557
49 | THAI THI CAM N, 26 N 7898435
50 | LE THI THANHT. 33 Nir 7880206
51 |LETHI YENT. 48 Nir 7898474
52 |HUYNH VANT. 50 Nam 7898786
53 | NGUYEN THANH L. 36 Nam 7898952
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54

NGUYEN THI L.

33 Nit 7898970
55 | NGO THI NGOC H. 45 Nir 7897452
56 | TRANG THI S. 38 N 7880304
57 |LEVANN. 69 Nam 7899424
58 | SON VAN P. 48 Nam 7899663
59 | CHAUBINHL. 45 Nam 7899727
60 | VO THANH P. 42 Nam 7900015
61 |TOVANT. 61 Nam 7900089
62 | NGUYEN THI T, 55 Nir 7900610
63 | VOPHUOCT. 39 Nam 7900612
64 | PHAM THI THUY A. 37 Nir 7900997
65 | VO THANHT. 47 Nam 7901094
66 | NGUYEN THI BE N. 34 Nir 7901548
67 | NGUYEN THINGUYETT. 65 Nir 7901522
68 | NGUYEN VAN H. 69 Nam 7902659
69 | TO GIA H. 16 Nam 7905092
70 | VO THI HONG N. 16 Nir 7905181
71 | PHAM THI T, 57 N 7905266
72 | VO THINGOC A. 36 N 7905562
73 | PANG HOANG H. 44 Nam 7906335
74 | BUITHIN. 41 Nit 7906382
75 | TRAND. 40 Nam 7906820
76 | NGUYEN VAN G. 51 Nam 7907059
77 | LO VANL. 32 Nam 7907541
78 | TRAN THANH T. 60 Nii 7907320
79 | DPOAN MINH S. 32 Nam 7836814
80 |LETHID. 64 N 7840971
81 | TRAN THANH P. 32 Nam 7910761
82 | AUMANN. 22 Nir 7912590
83 | LE MINH H. 21 Nam 7913054
84 | NGUYEN THANHT. 21 Nam 7914363
85 |NGUYEN ANH V. 37 Nam 7914319

flor =20, 2



86 | HUYNH TRUONG G. 29 Nam 7914380
87 | NGUYEN MINH D. 51 Nam 7914636
88 |LEMYL. 21 Nir 7857562
89 |LE VANS. 61 Nam 7914935
90 | NGUYEN TU U. 19 Nir 7854017
91 | BUI VAN X. 52 Nam 7915499
92 | NGUYEN XUAN L. 39 Nam 7916277
93 | TRAN THI NGOQC H. 46 Nir 7916372
94 | NGUYEN CHI N. 34 Nam 7916643
95 | HO THIMY T. 41 N& 7916764
96 | LEMINHT. 66 Nam 7918175
97 |NGUYEN THI N. 63 Nir 7918057
98 | NGUYEN NHAT b. 19 N 7911742
99 | DPANG NGUYENK. 36 Nam 7918633
100 | LUONG ANH T. 21 Nam 7894854
101 | NGUYEN THIT. 53 Nir 7919723
102 | CAO THANH b. 43 Nam 7919683
103 | NGUYEN TRAN THANH T. 20 Nii 7919759
104 | NGUYEN PHUNG T. 30 Nir 7920907
105 | NGUYEN VAN Q. 64 Nam 7920958
106 | PHAN THINGOQC S. 30 N 7921325
107 | TRAN THI HONG D. 51 Nir 7903133
108 | NGUYEN QUOC H. 43 Nam 7921560
109 | NGUYEN THI M. 56 Nir 7921724
110 | TRAN VAN H. 69 Nam 7922332
111 | HUYNH TH] CH. 61 Nir 7922639
112 | NGUYEN THI NHUT Q. 22 N 788964
113 | PHAM VAN K. 34 Nam 7922620
114 | LE THI HONG D. 33 Nit 7922763
115 | HUYNH MY D. 58 Nir 7923016
116 | PHAN TH] C. 34 Nir 7923160
117 | NGUYEN THI KIM H. 66 Nir 7918463

T e




118 | CHAU THI P. 69 Nir 7925605
119 | PHAN THI HUE B. 53 Nir 7925626
120 | NGUYEN THANH H. 71 Nam 7925872
121 | PHI TRANG NHU N. 22 Nix 7925938
122 | NGUYEN TRIT. 36 Nam 7926018
123 | LUU VAN D, 45 Nam 7926767
124 | TRAN NGOC D. 29 Nam 7926843
125 | TRAN THI B. 36 Nir 7927224
126 | NGUYEN THANH H. 58 Nam 7842370
127 | HUYNH KIM T. 49 Nir 7927482
128 | TRAN THI T. 54 Nit 7927558
129 | VO THIT. 43 N 7927785
130 | TRAN PHUOC T. 51 Nam 7929140
131 | NGUYEN THI L. 37 N 7931377
132 | NGUYEN THI C. 82 Nit 7931476
133 | NGUYEN THI GIANG T. 51 Nir 7931403
134 | BACH THI BE N. 28 Nir 7931696
135 | MA NGOC C. 50 Nii 7931803
136 | POAN NGQC THAO V. 20 Nir 7932072
137 | VOTHIKIMT. 58 Ni 7932958
138 | NGUYEN VANT. 55 Nam 7933465
139 | TRANG DIEU L. 43 Ny 7929122
140 | CHIEM MY T. 46 Nir 7933857
141 | PHAM TH] XUAN P. 39 Nii 7907360
142 | TRAN NGOC N. 2 Nit 7928528
143 | NGUYEN THI NHU N. 42 Nir 7934726
144 | NGUYEN VAN C. 43 Nam 7934677
145 | KIEU VIET P. 35 Nam 7934667
146 | PHAN THI DIEM P. 25 N 7934538
147 | CHU VANT. 40 Nam 7832704
148 | NGUYEN DUCT. 50 Nam 7935181
149 | TO HIEU N. 36 Nam 7936437
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150 | TRAN THI P. 49 Nir 7937476
151 | NGUYEN VAN B, 58 Nam 7938098
152 | NGUYEN THI H. 49 Nir 7938674
153 | QUACH BAOD. 16 Nam 7889171
154 | VO THANH N. 54 Nam 7939603
155 | LE THANH H. 21 Nir 7939671
156 | TRAN VANT. 43 Nam 7939877
157 | PHAM THI G. 45 Nir 7939907
158 | THAT HOANG N. 52 Nam 7939888
159 | NGUYEN VAN K. 31 Nam 7940077
160 | LE THI H. 50 Nir 7940651
161 | NGUYEN VAN H. 76 Nam 7940972
162 | HONGNGOC T. 34 Nam 7940994
163 | CHIEM ANH Q. 31 Nam 7941016
164 | PO VIET H. 7 Nam 7908231
165 | DPAO THICAMT. 32 Nit 7941629
166 | POAN BAO Q. 36 Nam 7941761
167 | NGUYEN CHI T. 33 Nam 7942089
168 | AULAM V. 43 Nam 7943073
169 | NGUYEN VAN M. 85 Nam 7944398
170 | LE VAN TUE. 57 Nam 7950231
171 | NGUYEN THI HANG P. 47 Nt 7954972
172 | LEKIML. 57 Nir 7952462
173 | DUONG VAN UT N. 45 Nam 7960353
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