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Tém tat

Dat van dé: Helicobacter pylori 1a tac nhan gay ung thw nhém 1. Gen cagA va
vacA dwoc quan tdm nhiéu nhét vi day 13 hai yéu té doc lwc quan trong lién quan dén
kha na&ng gay bénh cla vi khudn nay. Bén canh dé, tinh da hinh ctia Enzym CYP2C19
lam thay dbéi sw chuy&n héa ctia nhém thudc (e ché bom proton tlr d6 anh hwéng
dén két qua diéu tri & bénh nhan viém loét da day ta trang cling nhw &nh hwéng dén
két qua diéu trj tiét trer H.pylori.

Muc tiéu: Khao sat ty & cac yéu td doc lwc Cag A, Vac A cua vi khudn H.pylori
va ty lé cac kiéu hinh ctia Enzym CYP2C19 trén bénh nhan viém loét da day ta trang
chwa tirng duoc diéu tri.

DP6i twong va phwong phap nghién ctru: Nghién clru md ta cat ngang thuwc
hién trén 216 bénh nhan viém loét da day ta trang bénh vién Quéc Té My tir thang
10/2019 - 9/2022. Kiéu gene cagA, vacA va kiéu gen ma hoa cho Enzym CYP2C19
dwoc xac dinh bang ky thuat PCR.

Két qua: C6 216 BN, tudi trung binh 42,85 + 11,76. Chang H. pylori cé doc lwc
Cag A (+) chiém 72,69%, cac chiing H. pylori c6 doc lwc Cag A (-) chiém 27,31%.
Khéng cé sw khac biét phan bd Cag A theo gigi tinh (p = 0,488). Chling H. pylori mang
doc lwe Vac A chiém 100% & nhédm bénh nhan viém loét da day ta trang, trong do kiéu
s1m1 chiém ty 1& cao nhéat l1a 50%, kiéu s-m1 chiém ty 1& thap nhét 14 0,46%. Khong
c6 sw khac biét ¢ y nghia gitra kiéu phan bé doc lwc Vac A va gidi tinh (p = 0,78). Co
sw khac biét v& phan bé cta doc lwc Vac A theo nhém Cag A (+) va Cag A (-). Nhikng
bénh nhan viém loét da day ta trang co kidu hinh CYP2C19 chuyén héa thuéc PPI
trung binh chiém ty I& cao nhét la 49,07%, kiéu hinh chuy&n héa manh chiém 39,35%,
kiéu hinh chuyé&n héa kém chiém ty 1& thdp nhét la 11,58%. Khong cé su khac biét
gitra kiéu hinh chuyén hoéa ctia Enzym CYP2C19 gitra nam va ni véi p = 0,454,

Két luan: O’ nhitng BN viém loét da day ta trang cé nhiém H.pylori chua tirng
dwoc didu tri, kiéu gen doc lwc Cag A (+) va kiéu gen VacA s1m1 chiém wu thé. Day
la nhirng ching c6 mrc dd tdn thwong nang va mic dd hoat ddng manh hon cac
chdng khac. BN c6 kiéu hinh chuy&n hoéa thudc trung binh, va chuyén héa thubc
manh chiém ty |& kha cao. O’ nhitng b&nh nhan nay c6 thé bj thay déi s chuyén héa
ctia nhém thuéc (e ché bom proton tir d6 anh hudng dén két qua diéu tri bénh viém
loét da day ta trang cling nhw anh hwéng dén két qua diéu tri tiét trie H.pylori.

Tir khéa: Vac A, Cag A, H.pylori, kiéu hinh CYP2C19, viém loét da day ta trang.
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Abstract

Characteristics of cagA, vacA virulence factors of Helicobacter
pylori and CYP2C19 Enzyme polymorphism in patients with
H.pylori - induced peptic ulcer disease who have not been treated

Introduction: Helicobacter pyloriis a group 1 carcinogen. The genes cagA and vacA
are the most studied, as they are crucial virulence factors linked to the pathogenicity
of this bacterium. In addition, the polymorphism of the Enzyme CYP2C19 alters the
metabolism of proton pump inhibitors (PPIs), thereby affecting treatment outcomes in
patients with peptic ulcer disease (PUD) and the eradication of H. pylori.

Objective: To investigate the prevalence of H. pylori virulence factors cagA, vacA
and the phenotypes of CYP2C19 Enzyme polymorphism in patients with peptic ulcer
disease who have not been eradicated H.pylori.

Methods: A cross-sectional descriptive study was conducted on 216 patients with
peptic ulcer disease at American International Hospital from October 2019 to September
2022. The cagA, vacA genes, and CYP2C19 Enzyme - encoding genes were identified
using PCR techniques.

Results: Among 216 patients, the mean age was 42.85 + 11.76. H. pylori strains
with CagA (+) virulence factor accounted for 72.69%, while CagA (-) strains accounted
for 27.31%. There was no significant gender difference in CagA distribution (p = 0.488).
All patients with peptic ulcer disease harbored H. pylori strains with VacA virulence,
with the s1m1 type being the most common (50%) and s-m1 the least (0.46%). No
significant difference in the distribution of VacA virulence by gender was observed
(p = 0.78). There was a significant difference in VacA distribution between CagA (+)
and CagA (-) groups. Patients with intermediate CYP2C19 metabolism phenotypes
had the highest prevalence at 49.07%, followed by strong metabolizers (39.35%) and
poor metabolizers (11.58%). There was no significant difference in CYP2C19 Enzyme
metabolism phenotypes between males and females (p = 0.454).

Conclusions: In untreated patients with H. pylori - induced peptic ulcer disease,
CagA (+) genotype and VacA s1m1 genotype were predominant. These strains are
associated with more severe tissue damage and higher activity levels compared to
others. Patients with intermediate and strong CYP2C19 metabolizer phenotypes were
relatively common. These patients may experience altered metabolism of proton pump
inhibitors, which could impact treatment outcomes for peptic ulcer disease and H. pylori
eradication.

Keywords: VacA, CagA, H. pylori, CYP2C19 phenotypes, peptic ulcer disease.

1. PAT VAN PE

Nhiém khuéan Helicobacter pylori 1a mot
trong nhitng bénh nhiém khuan man tinh ph
bién nhat & ngudi 1ay nhiém cho khoang mot
nta dan sb toan cau, anh huong dén khoang
4,4 ty nguoi trén toan thé gidi, giy ra céac
van d& viém loét da day ta trang, ung thu
da day [1]. Nam 2009, co quan nghién ctu
vé Ung Thu Qudc Té da xép Helicobacter
pylori vao tac nhan gay ung thu nhom 1 [2].
Dé gitip vi khuin H.pylori ton tai trong mdi
truong acid khic nghiét cia da day nguoi,
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vi khudn H.pylori di san xuat ra nhiéu loai
protein qui dinh gen doc luc khac nhau nhu
cagA, vacA, babA, sabA va oipA. Trong do,
hai gen cagA (cytotoxin - associated gene)
va vacA (vacuolating toxin gene) dugc quan
tam nhiéu nhit vi san pham cua chung duoc
coi 12 hai yéu t6 doc luc quan trong lién quan
dén kha nang gay bénh cua vi khuan nay [3].
bap ung viém cua ky chu trong truong hop
nhiém H.pylori c6 Cag A duong tinh thuong
cao hon so véi chung H.pylori c6 Cag A
am tinh. Pap tng viém cang cao dan dén
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bénh nhén cang cé nguy co bi loét da day
ta trang va ung thu da day. Cag A dugc xem
12 oncoprotein dau tién cua ching H.pylori .
Ti 1€ chung H.pylori sinh CagA & cac nudc
phuong Tay 1a 60 - 80% va & chau A 1a 90%
[4]. Gen VacA c6 thé giy ra doc té bao qua
hién tuong khong bao hoa. Sy khac biét vé
cAu tric vacA tai (cac) vung tin hiéu (sl va
s2) va vang giita (m) (m1 va m2) gop phan
vao sy khac biét trong hoat dong hut khong
bao cua cac chung H. pylori khac nhau. Cac
ching s1/m1 1a doc té bao nhat, tiép theo Ia
cac chung s1/m2. Tuy nhién, cac chung s2/
m2 khong c6 hoat tinh giy doc té bao, va
cac chung s2/m1 rat hiém. Nhiéu nghién ciru
da chi ra rang nhitng nguoi bi nhiém chiing
vacA sl hodc ml ¢6 nguy co cao bi loét da
day t4 trang va/hodc ung thu da day so voi
nhitng ngudi bi nhiém chiing s2 hoic m2 [3].

Diéu trj tiét trir H.pylori 1d mot trong cac
bién phap chu yéu giup diéu tri viém loét DD-
TT, ngan ngura ung thu da day. Tuy nhién, tinh
da hinh cua Enzym CYP2C19 lam thay di su
chuyén héa cu thé 1a 1am bat hoat nhém thude
tic ché bom proton. O timg ca thé khac nhau véi
cac kiéu hinh khac nhau ctia Enzym CYP2C19
v6i lidu lwong thude e ché bom proton nhu
nhau nhung kha ning tc ché tiét acid da day lai
khong gidng nhau Tir d6 anh hudng dén két qua
diéu tri & bénh nhan viém loét da day ta trang
cling nhu anh huéng dén két qua didu tri tiét
trir H.pylori. Ty 1& xuét hién dot bién gen ma
hoa cho Enzym CYP2C19 cling khac nhau tuy
vao tung khu vyc ching toc. Tai Viét Nam cac
nghién ctru vé tinh trang mang gen doc luc Cag
A, Vac A cua vi khuan H.pylori ciing nhu tinh
da hinh ctia Enzym CYP2C19 trén bénh nhan
viém loét da day ta trang con han ché. Vi thé
chung t6i thuc hién nghién ctru véi muc tiéu
“Khéo sat dic diém cac yéu td doc luc Cag A,
Vac A cta vi khudn H.pylori va ty 1& cac kiéu
hinh cua enzym CYP2C19 trén bénh nhan viém
loét da day ta trang do nhiém H.pylori chua
ting duoc diéu tri”

Muc tiéu

Khao sat ty 1€ cac yéu t6 doc luc Cag A, Vac
A cua vi khudn H.pylori va cac kiéu hinh cua
enzym CYP2C19 trén bénh nhan viém loét da
day ta trang chua timg duogc didu tri
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2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Pdi twong: Tit ca cac BN duoc chan
doan viém loét da day ta trang, c6 nhiém vi
trung H.pylori tai Bénh vién Qudc Té My tir
thang 10 nim 2019 dén thang 10 nim 2022.
Kiéu gene cagA va vacA dugc xac dinh bing
ky thuat PCR

Tiéu chudn chon méu

- BN > 18 tudi, ¢6 triéu chirng tiéu hoa trén
duoc chi dinh ndi soi chan doan c6 viém da day
ta trang hodc loét da day ta trang

- BN chua timng duoc diéu tri tiét trir H. pylori

- BN c6 két qua test urease nhanh (+) :
(Giéng Gel Pylori - test ciia cong ty Nam Khoa)

- Két qua cdy khang sinh dd, két qua sinh
hoc phén tir vé kiéu hinh CYP2C19 va doc luc
Cag A, Vac A.

Tiéu chudn logi triv

- BN d4 ting diéu tri tiét trir H.pylori

- BN ¢ tién can phau thuat cit da day.

- Ho so thiéu dit liéu nghién ciru

2.2. Phuong phap nghién ctru: Nghién cou
mo ta cit ngang, chon mau thuan tién

C& mau tinh theo cong thirc
AR ;J{_l -p)

d."

Trong do6, o = 0,05, twong Ung Z, ,
= 1,96 , chon d = 0,05 (d6 chinh xac tuyét
d6i mong mudn). Trong nghién ciru cta tac
gia Tran Ngoc Luu Phuong, ty 1¢ kiéu hinh
Enzym CYP2C19 kiéu chuyén hoa kém trén
bénh nhan viém loét da day ta trang udc tinh
khoang 7,57% [5]. Ttr d6 u6c tinh ¢& mau tdi
thiéu khoang n=108.

2.3. Phwong phap xic dinh kiéu hinh
CYP2C19 va kiéu gen Cag A va Vag A

Phuwong phdp sinh hoc phan tir: Tach chiét
DNA bang hé théng tu dong Kingfisher-flex,
sau d6 thuc hién k¥ thuat PCR phat hién trinh
tu dac hi€u H. pylori trén gene Urease va kiéu
gen vac A, Cag A cta H. pylori.

Doc luc Cag A: duong tinh / am tinh

Doc luc Vac A: Trong gen Vac A c6 vung tin
hi€u s (signal) va vung gitta m (middle). Trong
Vac A s lai chia ra 2 typ sl va s2, ving m ciing
¢ cac phan tip 1a m1 va m2.

Cac kiéu hinh CYP2C19 cua bénh nhan
nhiém H. pylori. Tinh da hinh cua enzym

.
n= |
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CYP2C19 lam thay doi sy chuyén héa cua
nhom thude e ché bom proton va c6 thé anh
huong dén két qua diéu tri tiét trir H. pylori
cling nhu két qua diéu tri bénh viém loét da
day ta trang. Thuc hién giai trinh tu gen theo
phuong phap real-time PCR nham tim allele dot
bién m1 trén exon 5 va dot bién m2 trén exon 4
¢ nhiém sic thé s6 10 c6 gen ma hoa cho enzym
CYP2C19 [6].

Kiéu hinh ctia Enzym CYP2C19 duoc xéc
dinh nhu sau:

- Chuyén héa manh (EM) khi giai trinh tu
gen c6 genotype la wt/wt trén exon 4 va exon 5.

- Chuyén hoéa trung binh (IM) khi giai trinh
tu gen c6 genotype la wt/ml trén exon 5 hodc
wt/m2 trén exon 4.

- Chuyén héa kém (PM) khi giai trinh ty gen
c6 genotype la ml/ml trén exon 5 hodc m2/m2
trén exon 4 hodac ml/wt trén exon 5 va m2/wt
trén exon 4

Dé cuong nghién ctru da thong qua Hoi
Pong Pao Puc trong nghién ciru y sinh hoc
Truong Pai hoc Y khoa Pham Ngoc Thach s6
537/TDPHYKPNT-HPDD

2.4. Phuwong phap xir Iy s6 ligu: Cac s6 liéu
thu thap s€ dugc ma hoa nhap vao Excel 2020
sau do dwoc xur 1y va phan tich bang chuong
trinh R. Dé tai dugc soan thao bang phan mém
Microsoft Office 2020. Sir dung phép dém tan
sudt, tinh trung binh, so sanh > 2 ty 18 % bang
phép kiém Chi binh phuong OR, CI 95%. Su
khac biét c6 ¥ nghia thong ké; p < 0,05

3. KET QUA
Chung t6i chon dugc 216 truong hop thoa
tiéu chuan dé dwa vao nghién ctru. Vé dic diém
chung ctia d6i tugng nghién ctru dugc trinh bay
trong bang 1
Bang 1: Dic diém chung cua dan s nghién ctru

Téng s6 BN N=216
Tudi 42,85+ 11,76
Nir 107(49,5%)
Gidi
Nam 109(50,5%)
BMI 23,68 +3,69

s?;i N=216
Viém loét da day - ta trang | 21,3%
Trao ngugc 9,26%
. bai thao duong 6,02%
I::ln Tang huyét ap 11,11%
Gia dinh nhiém H.pylori | 5,56%
Gia dinh ung thu da day | 2,78%
Hit thude 1a 2,78%

Mot s6 dic diém ton thuong da day trén ndi soi

Tat ca bénh nhén trong nghién ctru déu co
ghi nhan c6 hinh anh ton thuong da day trén
noi soi (chiém ty 1& 100%), c6 33 truong hop c6
loét da day (chiém ty 1€ 15,28%), c6 23 truong
hop viém loét ta trang (chiém ty 1& 10,65%).
Viém trao nguoc da diay thuc quan chiém
36,11%. Ton thwong chuyén san rudt trén sinh
thiét chiém 12,5%.

Bang 2: Pic diém hinh anh tn thuong

trén ndi soi

Loaiton | Tan | Tylé

g ] | KTC 95°
thuwong | suat (n) % C95%
Viém da 216 100 | 97,82-100
day
Loét da 33 | 1528 | 10,87-20.83
day
Viemloét | o3| 1065 | 7.01-15.74
ta trang
Trao
nguoc 78 | 36,11 | 29,78-42.94
thuc quan
Chuyén
san rudt/ 27 | 12,50 | 8,54-17.83
sinh thiét

Bang 3: Dac diém phan loai viém teo
niém mac da day trén ngi soi theo Kimura

Pl.lAan loai T?n Ty 1€ KTC 95%
viém teo suat n %

Cl 8 3,7 1,73-7,43
C2 56 25,93 | 20,33-32,40
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Phanloai | Tin | Ty 6 Nhén xét: Phan d6 viém teo do nhe (gdm

viem teo | sudtn | % | KTC95% | C1vaC2)chiém ty 1& cao nhét 29,63% trong do

e 18 833 | 5.15-12.06 | Viemteomitcdd C2 chiem wu the ty 1¢ 25,93%.

Viém teo mac do trung binh C3 chiém 8,33%

o1 I [ 046 ] 002295 | i 01 chiém 0,46%. Khong c6 trudng hop nao
Téng 83 3843 | 31,97-4530 | yiam teo ning O2 va O3.

Pic diém vé doc lwe Cag A

Biéu do 1. Phan b doc luc cua cac ching H. pylori
Nhdn xét: Cac chung H. pylori trén BN viém loét da day ta trang c6 doc luc Cag A (+) chiém
wu thé 72,69%, cac ching H. pylori c6 doc luc Cag A (-) chi chiém 27,31%. Khoéng c6 su khac biét
phan bd Cag A theo gidi tinh (p=0,488).
Bang 4: Phan bd doc lue Cag A theo dic diém tén thuong trén ndi soi da day

Pic diém ton thuong CagA (+) CagA (-)
trén noi soi n (ty 1€ %) n (ty 1€ %) P
Viém da day n=216 157/216 (72,69%) 59/216 (27,31%) -
Loét da day n=33 22/33 (66,67%) 11/33 (33,33%) 0,399
Loét ta trang n=23 18/23 (78,26%) 5/23 (21,74%) 0,526
Trao nguoc da day n=78 54/78 (69,23%) 24/78 (30,77%) 0,3
Chuyén san rudt n=27 25/27 (80,76%) 2/27 (19,24%) 0,011

Nhdn xét: Doc luc Cag A (+) chiém wu thé hon Cag A (-) trén nhiing ton thuong viém loét da
day ta trang va trao ngugc da day thue quan. Co sy khac biét ¢ ¥ nghia thong ké ty 16 CagA(+) &
bénh nhan co chuyén san ruot.

Bang 5. Phan b6 doc luc Cag A theo dic diém dé khang khang sinh

Dé khang khang sinh nc(iffﬁ%("-/?) nc(?)gg 52) p
Amoxicillin n=6 4/6 (66,67%) 2/6 (33,33%) 0,737
Clarithromycin n=208 151/208 (72,60%) 57/208 (27,40%) 0,881
Metronidazole n=19 14/19 (73,68%) 5/19 (26,32%) 0,918
Levofloxacin n=127 97/127 (76,38%) 30/127 (23,68%) 0,146
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Nhdn xét: Khong co6 su khac biét ¢ y nghia vé phan bd chung doc luc Cag A theo dic diém dé
khang timg loai khang sinh (phép kiém Chi binh phuong, phép kiém Fisher)

Dac diem veé doc luc Vac A

sml ',45%

0,00%

B ' 0,46%

0,46%

,03%
slm-

1,39%

0% 5% 10% 15% 20% 25% 30% 35% a0% 45% 50%

m N mNam

Biéu db 2. Phan b doc luc Vac A cua chung H. pylori theo gi6i tinh
(s-: khong xac dinh dugc kiéu s, m-: khong xac dinh dugc kiéu m)

Nhdn xét: Chung H. pylori mang doc luc Vac A chiém 100% & nhom bénh nhan viém loét da
day ta trang, trong d6 kiéu sIm1 chiém ty 1¢ cao nhét 12 50%, kiéu s-m1 chiém ty 1& thap nhét la
0,46%. Khong c6 su khac biét c6 ¥ nghia giita kiéu phan bb doc luc Vac A va gidi tinh (p = 0,78,
Fisher test).

Bang 6. Phan bd doc luc Vac A theo Cag A

CagA (+) CagA(-)
Vac A n (%) n (%) P
slml 92 (42,59%) 16 (7,41%)
sIm2 61 (28,24%) 39 (18,06%)
s2m2 0(0) 2 (0,93%)
p=0,003

s-ml 1 (0,46%) 0 (0)
slm- 3(1,39%) 2 (0,93%)
Téng 157/216 59/216

Nhan xét: Co su khac biét vé& phan bd ctia doc luc Vac A theo nhom Cag A (+) va Cag A (-).
Trong nhém Cag A (+), kiéu Vac A sIm! chiém vu thé 42,59%, con trong nhém Cag A (-), kiéu doc
luc Vac A s1m2 chiém wu thé 18,06% (phép kiém Chi binh phwong, phép kiém Fisher).

Tén suit cac allele dot bién trén exon 4 va exon 5 ctia gen mi hoa CYP2C19 trén bénh nhan
viém loét da day ta trang
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Bang 7. Tan suit cac allele dot bién trén exon 4 va exon 5 ciia gen md hoa CYP2C19

Cic kiéu Allele Tan suét Ty 18 (%) KTC 95%
Allele khong dot bién(wt) 300 alllele 69,44 64,83-73,71
Allele d6 bién trén exon 5 (ml) 114 alllele 26,39 22,35-30,36
Allele d6 bién trén exon 4 (m2) 18 allele 4,17 2,56-6,63
2 216 bénh nhan v&i o
Tong 432 allele 100%

Nhin xét: Céc allele khong dot bién chiém ty 18 cao nhét 13 69,44%. Dot bién lam mat hoat tinh
ctia enzym CYP2C19 chu yéu xay ra trén exon 5 (d6t bién m1) chiém 26,39%, con dot bién xay ra
trén exon 4 (dot bién m2) chiém ty 1¢ thap hon 4,17%.

ml/ml
9,26%

witfwt
47,23%

mlfwt
43,52%

mwtfwt mmlfwt mml/ml

Biéu dd 3. Phan bd cac kiéu genotype trén exon 5
Nhdn xét: Trinh tu genotype wt/wt trén exon 5 chiém ty 1€ cao nhat 1a 47,22%, m1/wt chiém
43,52% va m1/m1 chiém 9,26%

m2fwt
8,33%

witfwt
91,67%

Biéu dd 4. Phan bd cac kiéu genotype trén exon 4
Nhdn xét: Trinh ty genotype wt/wt trén exon 4 chiém ty 18 cao nhat 12 91,67%, m2/wt chiém
8,33%, khong c6 genotype m2/m2.
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Phén b kiéu hinh ciia enzym CYP2C19

Bang 8. Phan b kiéu hinh ciia enzym CYP2C19 trén bénh nhéan viém loét da day ta trang

Kiéu hinh TAn suit (n) Ty 18 (%) KTC 95%
Chuyén héa manh (EM) 85 39,35 32,86 - 46,23
Chuyén hoéa trung binh (IM) 106 49,07 42.25-5593
Chuyén héa kém (PM) 25 11,58 7,77 - 1,67
Téng 216 100

Nhdn xét: Nhitng bénh nhan viém loét da day ta trang c6 kiéu hinh CYP2C19 chuyén héa thube
PPI trung binh chiém ty I¢ cao nhét 13 49,07%, kiéu hinh chuyén héa manh chiém ty 1¢ kha cao
39,35%. Kiéu hinh chuyén hoa kém chiém ty 1 thap nhat 1a 11,58%. (phép kiém Chi binh phuong)

Bang 9. Phan b kiéu hinh enzym CYP2C19 theo gidi tinh

Chuyén héa manh Chuyén héa trung Chuyén héa kém
(EM) binh (IM) (PM) P
Nam 43,12% (47/109) 44.,95% (48/109) 11,93% (13/109) P 0454
N 35,51% (38/107) 53,27% (57/107) 11,21% (12/107) ’

Nhdn xét: Khong c6 su khac biét vé phan bd kiéu hinh theo gi6i tinh

4. BAN LUAN

Pic diém vé doc lwe Cag A

Két qua trong nghién ctru ghi nhan trén 216
mau H. pylori nudi cay thanh cong, chung H.
pylori doc lyc Cag A (+) chiém wu thé 72,69%,
cac chung H. pylori ¢6 doc luc Cag A(-) chi
chiém 27,31%. Két qua Cag A(+) trong nghién
ctru ciia Thai Thi Hong Nhung 1a 83,8% [7],
nghién ctru ctia Tran Thién Trung 14 91,3% [8],
o Iran la 76% va Iraq 1a 71% [9], cao hon nghién
ctru cua Rania M. Kishk la 53% [10], trong
nghién ciru nay cac tic gia ciing thdy nhiing
bénh nhan nhiém H. pylori biloét da day, viém
da day va GERD (lan lugt 1a 50%, 41,6% va
25%) ¢6 mdi lién quan co y nghia thong ké véi
kiéu gen Cag A (+). Thap hon trong nghién ctru
& Nhat Ban, Cag A chiém ty 1¢ khoang 90% va
trong quan dén ty 16 ung thu cao tai nudc nay
[11]. Két qua nghién clru cao hon nghién ctru
0 Algeria da xac dinh duoc gen Cag A & 58%
bénh nhan [12], nghién ctu & Ai Cap 1a 53%
[10] va ¢ Pakistan 1a 24,2% [13]. Cac nghién
ctru true day chi ra rang, ty 1é Cag A (+) trén
nhitng bénh nhan nhiém H. pylori thudng cao
trén nhitng ngudi Chau A hon Chau Au, Chau
Phi. Pay ciing 14 bét loi hon vi day 1a cac ching
H. pylori c6 doc luc cao gay dap Ung viém &
Cag A duong tinh thuong cao hon so véi ching

154

H. pylori c6 Cag A am tinh. Dap ung viém cang
cao din dén bénh nhan cang c6 nguy co bi loét
da day ta trang va ung thu da day. Bén canh d6
nghién ctru ciing ghi nhén rang doc luc Cag A
(+) chiém wu thé hon Cag A (-) trén nhiing ton
thuong viém loét da day ta trang va trao nguogc
da day. Ty 1& Cag A (+) trén BN c6 chuyén san
rudt khac biét c6 y nghia thong ké so vdi Cag
A (-) v6i p=0.011. Chuyén san rudt 1a mot ton
thuong tién ung thu va c6 nguy co phat trién
thanh ung thu da day. Nhitng cong trinh nghién
ctru cho thay gen CagA (+) phat hién ¢ nhom
bénh nhan ung thu da day hon nhom chung [8].
Cag A duoc xem la protein tién ung thu dau tién
cua chung H. pylori [4].

Pic diém vé doc lwe Vac A

Chung H. pylori mang doc luc Vac A chiém
100% ¢ nhom bénh nhan viém loét da day ta
trang, trong do kiéu sIm1 chiém ty 1& cao nhat
1a 50%, kiéu s-m1 chiém ty 1& thap nhat 1a
0,46%. Céc kiéu s1m2, sIm- va s2m2 chiém ty
18 14n luot 12 46,3%, 2,3% va 0,93%. Khong c6
su khac biét co ¥ nghia giira kiéu phan bd doc
luc Vac A va gi6i tinh (p = 0,78). Kiéu gen s1m1
va s1m2 trong nghién ciru cua chung t6i chiém
ty 18 1én t6i 96,3% cao hon céc kiéu gen con
lai, twong ty nghién ctru ciia L€ Quy Hung trén
nhom bénh nhan ung thu da day thi kiéu gen
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sIml va sIm2 chiém toi 84,4% [14]. Tuong tu
nghién ciru tai Algeria, kiéu gen slm1 chiém ty
1¢ cao nhat 1a 59,88%, tuy nhién kiéu gen s1m2
chi chiém 17,96%, va kiéu s2m2 chiém 22,15%
[12]. C6 su khac biét vé phan bd cia doc luc
Vac A theo nhém Cag A (+) va Cag A (-). Trong
nhom Cag A (+), kiéu Vac A sim1 chiém wu thé
42,59%, con trong nhom Cag A (-), kiéu doc luc
Vac A sIm2 chiém uu thé 18,06%. Két qua nay
tuong ty nghién ctru cia Rania M. Kishk chiing
H. pylori ¢6 doc lyc Cag A+/Vac A slml chiém
wu thé nhét (26/60, 43,3%) [10]. Piéu nay phu
hop két qua cia Memon Ameer nghién ciru véi
kiéu gen sIml 1a kiéu gen phd bién nhét trong
quan thé chau A [13]. Pay ciing 1a kiéu gen luu
hanh cao ¢ khu vuc Brazil, Mexico va Chau My
Latinh [15]. Cac chung s1m1 1a doc té bao nhit,
tiép theo 1a cac ching sIm2. Tuy nhién, cic
ching s2m2 khong c6 hoat tinh gay doc té bao,
va cac chung s2m1 rat hiém. Nhiéu nghién ctru
& cac nudc phuong Tay, bao gdbm My Latinh,
Trung Pong va Chau Phi, da chi ra ring nhiing
ngudi bi nhiém ching Vac A sl hodc ml ¢6
nguy co cao bi loét da day ta trang va/hodc ung
thu da day so v&i nhitng ngudi bi nhiém s2 hoic
m2 chung [16].

Tén suit céc allele dot bién trén exon 4 va
exon 5 ciia gen ma héa CYP2C19 trén bénh
nhén viém loét da day ta trang

Gen mi héa Enzym CYP2C19 nam trén
nhiém sic thé s6 10. Allele nguyén thity duoc
ky hiéu 1a wt hay CYP2C19*1 c6 day du hoat
tinh ctia enzym. Dot bién m1 trén exon 5 hay
dugc goi 1a CYP2C19*2, va dot bién m2 trén
exon 4 hay con goi 1a CYP2C19*3 lam mat
hoat tinh ctia Enzym.

Két qua nghién ciru trong bang 3.10 cho
thdy cac allele khong dot bién (CYP2C19%1)
chiém ty 1¢ cao nhat 1a 69,44%, dot bién lam
mét hoat tinh ctia enzym CYP2C19 chi yéu
xay ra trén exon 5 (d6t bién m1) CYP2C19%*2,
chiém 26,39%, con dot bién xdy ra trén exon
4 (d6t bién m2) CYP2C19*3, chiém ty 1 thap
hon 4,17%. Tuong ty két qua nghién ciru cua
Tran Ngoc Luu Phuong thiy allele khong dot
bién chiém 65,34%, dot bién 1am mAt doan cua
enzym CYP2C19 trén exon 5 (dot bién ml)
chiém 28,69% va dot bién xay ra trén exon 4
(46t bién m2) chiém ty 1& 5,97% [5]. Trong
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nghién ctu cia Wichittra Tassaneeyakul ty 1¢
CYP2C19*%1, CYP2C19*2 va CYP2C19%*3
trén dan s6 nguoi Thai Lan lan lugt 1a 68%,
29% va 3%, trén dan s6 Myanmar lan luot 1a
66%, 30%, 4% [17]. So sanh cho thiy ngudi
Viét Nam va dan sé Chau A c6 phan b tan suat
allele kha twong dong. G Chau A cho thay tan
sudt CYP2C19*2 dao dong khoang 25 - 36% va
CYP2C19*3 khoang tir 2,5 - 10% cao hon dang
ké & khu vire Chau Au véi tan sudt CYP2C19%2
1a 15% va CYP2C19%*3 1a 0,02% [18].

Enzym CYP2C19 duoc biét 1a mot enzym
chuyén hoa rat nhiéu thudc nhu: clopidogel,
diazepam, phenytonin, trim cam 03 vong, {rc
ché chon loc serotonin, va dic biét 1a thube
trc ché bom proton PPI, nhom thudc 13 vai tro
quan trong trong kiém soat pH da day va diéu
tri tiét trir H. pylori . Cac dot bién CYP2C19*2
va CYP2C19*3 lam giam hoat tinh ctiia enzym,
c¢6 nghia 1 1am giam chuyén héa thudc va thai
trir thude PPI, co thé co 1gi va gop phan gia ting
hiéu qua diéu tri H. pylori.

Phén bd kiéu hinh ciia enzym CYP2C19

Theo tac gia Goldstein néu khong c6 su dot
bién nao (wt/wt), s& c6 kiéu hinh chuyén hoa
manbh, tirc hoat dong ctia Enzym khong bi giam
di, néu chi xuat hién 1 allele dot bién (wt/ml
hodc wt/m2) thi s& c6 kiéu hinh Enzym chuyén
hoa thude trung binh (IM), tirc 12 hoat tinh cua
enzym chi giam mot phan, néu c6 ca hai alllele
dot bién (m1/m1 hodc m2/m2 hodc m1/m2) thi
s& c6 kiéu hinh chuyén hoa thudc kém (PM),
tie 12 hoat tinh ctia enzym da giam dang ké [6].

Két qua cta nghién ctru trong bang 8 cho
thiy bénh nhan viém loét da day ta trang c6
kiéu hinh CYP2C19 chuyén héa thudc trung
binh (IM) chiém ty 1¢ cao nhat 1a 49,07%,
kiéu hinh chuyén héa manh (EM) chiém ty
1¢ 39,35%. Kiéu hinh chuyén héa (PM) kém
chiém ty 1& thap nhat 1a 11,58%. Khong c6 su
khéc biét gitra kiéu hinh chuyén héa ciia enzym
CYP2C19 gitra nam va nit voi p = 0,454.Tuong
tu nghién cuu cua Phan Trung Nam ty 1¢ BN
¢6 kiéu hinh CYP2C19 chuyén hoa thudc trung
binh chiém cao nhit 14 47,5%, chuyén hoéa thude
nhanh chiém 41,5% va chuyén hoa thudc chim
chiém 11%[19] va nghién ctru ciia Tran Ngoc
Luu Phuong, ty 18 BN c6 kiéu hinh CYP2C19
chuyén hoa thude trung binh chiém cao nhat 1a
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49%, kiéu hinh CYP2C19 chuyén hoa thudc
nhanh, cham chiém lan luot 1a 43,43% va 7,75%
[5]. Twong tu nhu két qua trong nghién ctru ctia
Li He trén hon 3200 ngudi Trung Qudc, ty 1&
IM, EM va PM lan luot 1a 45,62%, 40,96% va
13,42% [20]. Khéac hon so v&i nghién ctru ctua
Rattanaporn Sukprasong trén dan sd Thai Lan,
ty 18 cac kiéu hinh chuyén hoa thudc IM, EM va
PM lan lugt 14 42,98%, 50,82% va 6,64% [21].
Ty 1& IM, EM va PM & nguoi da trang lan luot
1a 69%, 27% va 3%, trong khi d6 6 nguoi Chau
Phi ty 1¢ nay lan luot 1a 62%,32% va 4% [22].
So sanh cac nghién ciru, ching toi nhan thay
ngudi Viét Nam noi riéng va dan s6 Chau A néi
chung c6 kiéu hinh chuyén héa thudc trung binh
chiém wu thé nhét, tiép theo 1a kiéu hinh chuyén
hoa thube nhanh va kiéu hinh chuyén hoa thude
cham chiém khoang 10%. Nguoc lai, dan )
Chau Au va Chau Phi thi ¢ kiéu hinh chuyén
hoéa thudc nhanh chiém uu thé hon (thuong trén
60% dan sd), kiéu hinh chuyén hoa trung binh
chi chiém khoang 30% dan s6 va con lai 14 kiéu
hinh chuyén héa thudc cham chiém khoang 5%.

Kiéu hinh chuyén hoa nay anh huéng truc
tiép t6i chuyén hoa thudc PPI va kiém soat tiét
acid da day. Nguoi Viét Nam va dan Chau A s&
c6 loi thé vé dot bién chuyén hoéa thude cao hon
so voi Chau Au va Chau Phi. Su khac biét vé
mirc d6 chuyén hoa cta enzym CYP2C19 déi
v6i cac thude PPI anh huong dén nong do thude
trong mau tir d6 anh hudng dén hiéu qua diéu tri.

5. KET LUAN

Chung H. pylori c¢6 doc luc Cag A (+) chiém
wu thé 72,69%, cac ching H. pylori c6 doc luc
Cag A (-) chi chiém 27,31%. Khong c6 su khac
biét phan bd Cag A theo gidi tinh (p=0,488).

Chung H. pylori mang doc luc Vac A chiém
100% ¢ nhom bénh nhan viém loét da day ta
trang, trong d6 kiéu sIm1 chiém ty 1¢ cao nhat
14 50%, kiéu s-m1 chiém ty 1& thip nhat 1a
0,46%. Khong co6 su khac biét co y nghia gitra
kiéu phan bd doc luc Vac A va gidi tinh (p =
0,78). C6 su khac biét vé phan b cua doc luc
Vac A theo nhém Cag A (+) va Cag A (-). Chung
H. pylori ¢6 kiéu gen doc luc Cag A (+) va kiéu
gen Vac A sIml 14 nhitng ching c6 mirc d6 ton
thuong nang va mirc do hoat dong manh hon
cac chung khac.
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Nhiing bénh nhéan viém loét da day ta trang
¢6 kiéu hinh CYP2C19 chuyén hoa thudc PPI
trung binh chiém ty 1¢ cao nhét 1a 49,07%, kiéu
hinh chuyén héa manh chiém ty 1¢ kha cao
39,35%. Kiéu hinh chuyén hoa kém chiém ty 18
thap nhat 1a 11,58%. Khong c6 su khac biét giita
kiéu hinh chuyén hoa cta enzym CYP2C19
gilta nam va nit voi p = 0,045. O nhirng bénh
nhan c6 kiéu hinh chuyén hoéa thuéc manh c6
thé bi thay ddi sy chuyén hoa ctia nhom thude
{rc ché bom proton tir d6 anh hudng dén két qua
diéu tri bénh viém loét da day ta trang ciing nhu
anh huong dén két qua didu tri tiét trix H. pylori.
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