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Ti LE MANG VA BIEU HIEN KIEU HiNH
CAC GEN cagA, vacA CUA VI KHUAN HELICOBACTER PYLORI
O’ BENH NHAN VIEM DA DAY MAN TiNH

Dao Trwong Giang™™, Nguyén Hung Cwéng’, Nguyén Thai Son'*
TOM TAT

Muc tiéu: xac dinh ty Ié xuét hién chung H.pylori c6 biéu hién déc t6 CagA, VacA trong
nhing treong hop mang gen cagA, vacA & bénh nhan viém da day man. Doi trrong va
phwong phdp: nghién ctru mé ta cit ngang cé phén tich trén bénh nhan viém da day man c6
nhiém H.pylori dén kh&m tai Bénh vién quén y 103 va Bénh vién quéan y 105 tir 5/2018 —
12/2018, tién hanh soi da day, sinh thiét niém mac lam xét nghiém H.pylori, nuéi cdy manh sinh
thiét, lam mPCR xé&c dinh gen cagA, vacA; ldy méu xét nghiém huyét thanh hoc tim khang thé
CagA, VacA béng test Helicoblot 2.1. Két qua: 150 bénh nhan dwa vao nghién ciru véi do tudi
trung binh Ia 50,5 tudi, ti 16 nam/ni¥ 14 1,68:1. C6 89,34% trirdng hop mang gen cagA va 100%
mang gen vacA, nhung ti 1é c6 déc té tuong (ng chi la 66% va 83,33%. Ti Ié bénh nhan c6
dong thoi ¢& 2 doc t6 CagA, VacA la 60,67%, khong c6 ca 2 déc té Ia 10,66%, con lai la c6 1
trong 2 dc t6 trén. Ti 16 sinh déc t6 CagA & nhing truong hop nhiém Hp mang gen cagA la
74,63%, va ti 1& sinh déc té6 VacA & nhiing truong hop nhiém Hp mang gen vacA la 83,33%.
Két luan: phét hién gen cagA, vacA Ia chwa di dé xac dinh vi khudn H.pylori thuéc ching gay
bénh, ma cén phai phat hién kiéu hinh déc CagA, VacA. Ty Ié bénh nhan viém da day nhiém
H.pylori thue sw cén diéu trj tiét trir I3 60,67%.

Tir khoa: Helicobacter pylori, gen cagA, vacA, viém da day man.

1. DAT VAN PE >50% dan sb thé gisi [3]. O Viét Nam trén dbi
twong bénh nhan viém da day ti 1é nay la
khoang 60% [4]. Néu tiét trlr tAt ca cac trwdng
hgp nhiém H.pylori thi d6 |a ganh nang l6n vé
kinh t& ma hién nay nganh y té Viét Nam
chwa dap &rng dwoc. 2-Co s ly luan: H.pylori
tdn tai dudi 3 quan thé: quin thé én hoa,
quan thé doc gay bénh va quin thé trung
gian. Chi nhitng ching mang gen cagA, vacA
va biéu hién ra kiéu hinh CagA, VacA dwoc
coi la ching doc, gay tdn thwong dan dén
viém teo da day, dj san, loan san va nguy co
cao gay ung thw da day [5]. Cé nhitng trwéng
hop mang gen nhwng khong sinh kiéu hinh, vi
vay xac dinh dwgc mang gen la chra day da
! Bgnh vién Quan y 103 kha nang gay bénh ctia H.pylori.
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H.pylori c6 biéu hién dc t6 CagA, VacA trong
nhirng tredng hop mang gen cagA, vacA &
bénh nhan viém da day man.

2. POl TUQNG VA PHUONG PHAP
NGHIEN clrU

2.1. Poi twong nghién ciru

Gom 150 bénh nhan co triéu chirng bénh
ly da day dén kham tai Bénh vién Quan y 103
va Bénh vién Quan y 105. T4t ca cac bénh
nhan dwgc ngi soi tai Bénh vién Quan y 103
(Hoc vién Quéan y) va Bénh vién quan y 105
(Téng cuc Hau can). Thoi gian tir 5/2018 —
12/2018.

Tiéu chuén Iwa chon bénh nhéan:

- Trén 18 tudi

- C6 hinh anh viém da day man trén ndi soi
da day va md bénh hec

- Bugc chan doan xac dinh nhiém H.pylori

Tiéu chuan loai trir

Chung t6i khong dwa vao nghién clru cac
trwdng hop sau

- Pa duwoc diéu tri tiét trly H.pylori hoac
dung giam tiét trong vong 4 tuan.

- C6 loét da day ta trang, ung thv da day,
da cat mot phan da day.

- C6 tién st truyén mau.

- C4 bénh gan n&ng, bénh suy gidm mién dich.

- Str dung NSAID, corticoid.

2.2. Phrong phap nghién ctu

- Thiét ké nghién ciru: Nghién clru md
td cit ngang c6 phan tich. Thyc hién thu
thap mau nghién cu nhw sau: Bénh nhan
dwoc tién hanh kham lam sang, ndi soi da
day danh gia ton thwong qua hinh anh, sinh
thiét niém mac da day lam mé bénh hoc va
tim vi khudn HP.

- Phwrong phdp xéc dinh mét so chi tiéu:

+ Tiéu chuan viém da day man tinh: ching
t6i thwc hién sinh thiét da day & hang vi, c6
dinh trong formaldehyd 24h, 1am mé bénh
hoc, nhudm HE, chan doan tinh trang viém da
day man tinh. Viém da day man tinh dwgc
xac dinh trén md bénh hoc theo hé théng
Sydney dya chii yéu vao phan loai Whitehead
va cdng s [1].

+ Tiéu chudn xac dinh nhidm H.pylori:
bang urease test nhanh, nhuém Giemsa
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manh sinh thiét va doc két qua trén kinh hién
vi quang hoc.

+ Xét nghiém gen cagA, vacA: dwa vao
c4c manh sinh thiét da day c6 vi khuan
H.pylori, ching téi tién hanh nudi cay, phan
lap, st dung m-PCR dé xac dinh kiéu gen cuia
vi khudn H.pylori tai labo Trung tam Y dwoc
hoc quan sy, Hoc vién quan y.

+ Xét nghiém Helicoblot phat hién déc td
CagA, VacA: sau khi soi da day, bénh nhan
dwoc ldy 5ml mau tinh mach, tach lay huyét
thanh va bdo quan (-20°C), test s&r dung
HELICO BLOT 2.1 theo quy trinh ky thuat cta
nha san xuét, xac dinh khang thé khang doc
t6 CagA, VacA clia H.pylori & huyét thanh
ngwdi hodc plasma. B§ nhay 96% va do dac
hiéu 95%.

2.3. Phwong phap xir Iy sé liéu

S6 ligu dugc tinh theo sd lwgng bénh
nhan cho tirng nhém va ty 1& %. Phan tich va
x( Iy s6 liéu bang phan mém SPSS 20.0.

2.4. Bao dirc nghién ciru

Cac bénh nhan dugc théng bao ro vé
chwong trinh, myc tiéu nghién ciru. Tt ca
cac bénh nhan déu tinh nguyén tham gia
nghién ckru, khéng chiju sy ép budc nao.
Trong qua trinh nghién ciru, cac b&nh nhan
c6 thé roi bd nghién ctru bAt ct Itic nao voi
bat c ly do gi. Cac théng tin ca nhan cla
ddi twgng chi dung cho nghién ctru va dwoc
gilr Kin.

3. KET QUA NGHIEN clrU

3.1. Pic diém ctia nhém nghién ctru

Cac bénh nhan trong nghién ctu nay cé
dd tudi trung binh la 50,5 tudi, ty 18 nam/n 1a
1,68:1

3.2. Ti lé mang gen cagA, vacA

Theo bang 3.1. c6 89.34 % céc trwéng
hop nhiém H.pylori mang gen cagA, tt ca
céc vi khuan H.pylori trong nhém nghién civu
déu cé gen vacA.

3.3. Ti 1é phat hién ddc t6 CagA, VacA

Bang 3.2 cho thay ty & mang doc té CagA
va VacA trén bénh nhéan viém da day cé HP
(+) 1an lugt [a 66 % va 83.33 %.

3.4. Phan loai typ Hp theo dc té CagA,
VacA va sw biéu hién déc té CagA, VacA
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clia cac gen twong trng hién doc té CagA, VacA.
Tir bang 3.3 cho thay 60.67 °/: céc trrdng S6 lidu bang 3.4 cho thdy fi 1& bidu hién
hop viém da day HP(+) mang dong thoi doc ctia CagA = 100/134 = 74,63%; {1 gen cagA

t6 CagA,VacA. Ty 1é 10.66 % trwdng hop > § .
viém da day nhidm H.pylori nhwng khong phat ~ khong hoat dong = 34/134 = 25,37 %

Bang 3.1. Thyc trang vi khuan H.pylori mang gen cagA, vacA

Tinh trang gen cagA (+) vacA (+)
Sb lweng (n=150) 134 150
Tilé (%) 89,34 100

Bang 3.2. Thyc trang bénh nhan cé doc té CagA, VacA

Tinh trang CagA(+) VacA(+)
S6 lwong (n=150) 99 125
Tilé (%) 66 83,33

Bang 3.3. Cac typ clia H.pylori theo bidu hién doc t6 CagA, VacA

Cac typ Hp CagA(+) CagA(-) CagA(+) CagA(-) Téng s6
theo doc t6 VacA(+) VagA(-) VacA(-) VacA(+)
S6 lwgng 91 16 9 34 150
Tile % 60,67 10,66 6 22,67 100

Bang 3.4. Ti I& bidu hién ddc t6 CagA trong cac triong hgp mang gen cagA

Thwc trang gen gen cagA + Tylé %
CagA+ 100 74,63
CagA- 34 25,37

Tong 134 100

Bang 3.5. Ti 1& biéu hién doc td VacA trong cac trudng hop mang gen vacA

Thyc trang gen gen vacA + Tylé %
VacA+ 125 83,33%
VacA- 25 16,67%
Tong 150 100

Tir bang 3.5, nhan thdy i 1¢ biéu hién cia ¢4 kiéu hinh, tirc 1a chwa chic da sinh ra doc
VacA la 125/150, twong (rng 83,33%, ti 16 gen  t6, chwa khéng dinh dwoc kha nang gay bénh
vacA khéng hoat dong la 25/150, twong &ng  cla H.pylori.

16.67%. Ti 1& mang doc t6 CagA va VacA trén
nhitng bénh nhan viém da day c6 HP (+) lan

4. BANLUAN lwot 14 66% va 83.33%. Trong d6 ¢6 6(0.)67%

Vi sy tién by cla sinh hoc phén ti, cdc  cac trvong hop mang ddng thdi CagA, VacA;
nghién clru trwdc day da xac dinh dwgc gen  day Ia ti 1§ cao so voi cac cong bd nghién clru
géy ddc cagA, vacA cta H.pylori va coi nhitng  vé sy c6 mét dong thoi 2 déc tb CagA, VacA
ching H.pylori c6 gen nay la ching doc [4], & nguwoi co triéu chirng da day, ta trang. Diéu
[6], [7]. Tuy nhién c6 mang gen chua chic d& nay ddng nghia v&i cac ching vi khudn
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H.pylori phan lap & Viét Nam c6 i 1&é mang
ddc lwc cao so véi cac cong bb quéc té. C6
10.67% céc tredng hep nhiém H.pylori nhwng
khong phat hién thay doc té CagA,VacA; day
la cac trwdng hop viém da day khéng phai do
H.pylori. Nghién ctru Ohnishi N va cs ciing
khdng dinh protein CagA 1a mét loai
oncoprotein [2], déng vai trd quan trong trong
bénh sinh clia bénh Iy da day ta trang nhiém
H.pylori, dac biét trong nhitng trieong hep ung
thw da day [2], [3], [4], [5], [8]. TY 1& nhiém H.
pylori & Nhat Ban, Han Quéc va Trung Quéc
khéng cao hon & céc quéc gia Nam A, nhirng
ty 1& mac ung thw da day cao hon dang k&.
Diéu nay cé thé dwgc gidi thich mot phan bai
sw da dang cua cac ching H.pylori giira cac
quéc gia chau A. O DBéng A, protein CagA I3
tinh gay bénh cao hon so véi Western CagA
[9], [10], [11], [12]. Cac chung H.pylori c6
ch¥a nhiéu typ EPIYA-C & diu 3' Western
CagA c6 thé gay ung thw da day nhiéu hon
cac chlng co it typ EPIYA-C.

Ty I& mang gen cagA, vacA biéu hién ra
kiéu hinh (tlrc doc té CagA, VacA) la rét cao
nhuw két qua & bang 3.2, 3.4 va 3.5. Sy mang
gen va kiéu hinh CacA va VacA ctia vi khuin
H.pylori lién quan dén kha nang gay bénh va
doc lyc cta vi khuén. Cé 25,37 % cac trudng
hop mang gen cagA nhwng khdng biéu hién
doc tb CagA va 16,67% cac trwdng hop
nhim vi khudn H.pylori c6 gen vacA nhung
khéng hoat déng, khéng biéu hién doc té
VacA.

Két qua nay I1a minh chirng cho thay néu
chi dwa vao phat hién gen cagA, vacA &
nhitng ngwdi nhiém H.pylori thi chwa dd
khang dinh Ia ching “ddc” hay ching gay
bénh. Cac trvong hop bénh nhan trong
nghién ctru nay déu cé triéu chirng vé tiéu
héa, ndi soi va gidi phau bénh cé viém da day
man, xét nghiém c6 vi khuan H.pylori dwong
tinh; ty 1& mang gen cagA, vacA gan nhw
100% (déng thoi 2 gen cagA, vacA la 89,34
%, con lai 1a mang mét gen vacA) nhung ty &
chang “doc”, biéu hign déng théi hai doc td
CagA, VacA 60,67%. Cac nghién ciru trén thé
gi¢i clng chi ra méi lién quan protein CagA
v@i ung thw da day [13], [14], [15].
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T cac phan tich trén cho thay chi cé
60,67% cac trwong hop viéem da day, xét
nghiém cé vi khudn H.pylori dwong tinh Ia
thwc sy can ké& don khang sinh diéu tri. Cé
10,67% tredng hop nhiém H.pylori c6 triéu
chirng & da day, ta trang nhwng khong phat
hién thay doc t6 CagA, VacA, nhirng trirong
hop dwoc coi la viem da day do nguyén nhan
khac khéng do vi khuan H.pylori va khéng nén
dung khang sinh; cac treéng hop con lai can
tiép tuc theo dbi va theo nhidu nghién ctru cho
thay can hd tro quan thé vi khuin “6n hoa”
béng cac probiotic dé co thé tw can bing ma
khong nén dung khang sinh. Diéu nay gilp
gidm sy lam dung khang sinh dan dén nguy
co khang thuée & vi khuan va tiét kiem cho xa
hdi, an toan va t6éi wu héa qua trinh didu trj
cho ngwdi bénh vi nhitng ching “6n hoa”
khong gay bénh can dwoc duy tri dé& dn dinh
s ¢an bang vi hé trong co’ thé ngui.

5. KET LUAN

- C6 89.34 % cac trwdng hop viem da day
nhiém H.pylori mang gen cagA, 100% mang
gen vacA.

- Ti 1& sinh doc t6 cta gen cagA, vacA lan
lwot 12 74,63 % va 83.33%

- Ti 16 mang ddc t6 CagA va VacA trén
bénh nhan viém da day cé nhiém H.pylori 1an
Iwot 1a 66 % va 83,33 %.

- C6 25,37 % cac trwdng hop mang gen
cagA nhwng khéng biéu hién doc t6 CagA va
16,67% cac treong hop nhidm vi khuin
H.pylori c6 gen vacA nhwng khéng hoat dong,
khong biéu hién doc t6 VacA

- C6 60,67% cac trwong hop nhiém
H.pylori biéu hién déng thoi CagA, VacA.

- C6 10,67% treong hgp nhiém H.pylori
nhwng khdng phat hién thay doc té CagA,
VacA.

L&i cam on

Ching t6i xin chan thanh c¢dm on Ban
giam dbc: Bénh vién Quan y 103 va Bénh
vién Quan y 105, lanh dao Khoa Tiéu hoa
(B&nh vién Quan y 103, 105), Labo Sinh y
dwegc (Hoc vién Quéan y) da gitip do chang toi
thwe hién nghién cru nay.
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SUMMARY
EXPRESSION RATE FOR PHENOTYPE, GENOTYPE OF GEN cagA, vacA
OF HELICOBACTER PYLORI
IN PATIENT WITH CHRONIC GASTRITIS

Dao Truong Giang, Nguyen Hung Cuong, Nguyen Thai Son
Military Hospital No 103

Objectives: To determine the occurrence rate of H.pylori strains expressing CagA and VacA
toxin in cases of carrying cagA and vacA genes in patients with chronic gastritis. Methods:
cross-sectional descriptive study was analyzed on patients with H.pylori -infected chronic
gastritis at 103 Military Hospital and Military Hospital 105 from 5/2018 - 12/2018. Results: 150
patients enrolled in the study with an average age of 50.5 years, the male / female ratio was
1.68: 1. There were 89.34% of cases carrying cagA gene and 100% carrying vacA gene, but the
rate of toxin was respectively only 66% and 83.33%. The proportion of patients with both CagA
and VacA toxin is 60.67%, without both toxins is 10.66%, the rest is 1 in 2 toxins. The rate of
CagA toxin in Hp infected cases carrying cagA gene is 74.63%, and VacA toxin birth rate in
H.pylori infected cases carrying vacA gene is 83.33%. Conclusion: detection of cagA and vacA
genes is not sufficient to identify H.pylori bacteria of pathogenic strains, but it is necessary to
detect CagA and VacA phenotypes. The proportion of patients with H.pylori-infected gastritis
who actually need eradication treatment is 60.67%.

Keywords: Helicobacter pylori (H.pylori), cagA, vacA gene; chronic gastritis.
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