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TOM TAT

D4t van dé: Tinh da hinh kiéu gen ma héa CYP2C19 4nh hudng dén chuyén
héa ctia thubc trc ché bom proton (PPIs), ttr d6 dnh hudng dén hiéu qua diéu tri tiét
trir Helicobacter pylori (H. pylori). Phac dé hai thuéc liéu cao gém PPls va amoxicillin
duoc xem xét st dung tiét trir H. pylorivéi wu diém dé st dung, it tac dung phu, ty 1é
thanh céng cao trong cac nghién cutru trén thé gi6i. Nghién ctru nham khdo sét kiéu
gen CYP2C19 va énh hudng cta n6 dén hiéu qua tiét trir H. pylori ctia phéac dé nay.

Déi twong, phwong phdp: Nghién ctru mé ta cat ngang cé theo déi trén 82 bénh
nhan bénh ly da day ta trang nhiém H. pylori duoc didu tr tiét trir bang phac db hai
thuéce liéu cao gém esomeprazole va amoxicillintrong 14 ngay va phan tich kiéu gen
CYP2C19 qua gidi trinh tw, danh gia két qua diéu trj tiét trtv H. pylorichung va theo ttng
nhém chuyén héa CYP2C19.

Két qua: Téng sé 82 bénh nhan (39 nam, 43 ni#), tudi trung binh 38,26 + 12,25. Triéu
chirng lam sang chd yéu cta bénh nhan la dau thuong vi, trong dé, 81,7% bénh nhan
viém da day, 9,8% loét da day va 8,5% loét hanh ta trang trén néi soi. Phan bé kiéu gen
CYP2C19 chuyén héa nhanh (EM), trung binh (IM), kém (PM) /4an luot 1a 41,5%, 47,5%,
11%. Pidu trj tiét trirthanh cong H. pylori bang phéc dé hai thudc liéu cao theo y dinh diéu
tri (ITT) 1& 76,8%, theo dé cuong nghién ctiu (PP) dat 81,8%. Ty Ié tiét trir thanh cong
&' nhém c6 kiéu gen CYP2C19 chuyén hda kém, trung binh va nhanh /an luot 1a 88,9%,
86,5% va 74,2% (p > 0,05). Bénh nhén c6 tac dung phu trong qua trinh diéu tri chiém
22,1% véi mirc d6 nhe, chi yéu 1a budn ndn (9,1%), mét méi (9,1%), tiéu chay (2,6%).

Két luan: Hiéu qua tiét trir H. pylori cdia phac dé hai thudc liéu cao kha tét khi phan
tich theo dé cuwong nghién ctru, 1a lwa chon thay thé trong mét sé trurong hop véi vu
diém it tdc dung phu va sir dung don gidn. Méc du ty Ié tiét trte thanh cong & nhém
bénh nhén mang gen CYP2C19 chuyén héa kém cé xu huéng cao hon nhém chuyén
héa trung binh va nhanh, tuy nhién sw khac biét chura cé y nghia théng ké, cén c6 thém
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H. pylori treatment eradication. A high - dose dual therapy (HDDT) including PPIs
and amoxicillin has been considered for H. pylori eradication with the advantages of
ease of use, low side effects and high success rate in the world. The study aimed
to investigate the CYP2C19 genotype and its influence on the H. pylori eradication
efficiency of this regimen.

Methods: A cross - sectional study on 82 H. pylori infected patients treated with a
high - dose dual regimen consisting of esomeprazole and amoxicillin for 14 days and
evaluated the results of H. pylori eradication treatment in general and by CYP2C19
metabolizing groups.

Results: A total of 82 patients (39 males, 43 females), mean age 38.26 + 12.25.
The main symptom of the patient was epigastric pain, in which, 81.7% of patients
had gastritis, 9.8% of gastric ulcer and 8.5% of duodenal ulcer on endoscopy. The
genotype distribution of CYP2C19 with extensive - (EM), intermediate - (IM), poor - (PM)
metaboliser were 41.5%, 47.5%, 11%, respectively. Successful H. pylori eradication of
HDDT with the intention - to - treat (ITT) was 76.8%, and 81.8% according to the per-
protocol (PP). The successful eradication rates in the group with poor - intermediate -
and extensive - metaboliser of CYP2C19 were 88.9%, 86.5% and 74.2%, respectively
(p > 0.05). Patients with side effects during treatment accounted for 22.1% with mostly
mild severity, mainly nausea (9.1%), fatigue (9.1%), diarrhea (2.6%).

Conclusions: The effectiveness of H. pylori eradication of the high - dose dual
regimen was quite good when analyzed according to the per - protocol. Itis an alternative
choice in some cases with the advantages of low side effects and simple use. Although
the eradication success rate in patients with poor metaboliser of CYP2C19 tends to be
higher than that in intermediate - and extensive - metabolisers, the difference was not
statistically significant, requiring more studies with larger sample in the future.

Keywords: H. pylori, CYP2C19, PPIs & amoxicillin, HDDT.

|. PAT VAN PE

Helicobacter pylori(H. pylori) la tAc nhan chinh
gdy viém da day man, loét da day - t& trang, u
lympho nguyén phat (Maltoma) va ung thu da day,
dugc khuyén céo diéu tri khi c6 bang chimg nhiém.
Diéu tri tiét trir H. pylori can phdi hop nhom thube
tic ché bom proton (PPIs) véi khang sinh [1].

Enzym CYP2C19 la mot protein chiu trach
nhiém chuyén héa 80% nhém thudc PPIs. Do tinh
da hinh gen ma hoa CYP2C19 trén tung bénh nhan
nén anh huéng dén chirc ning chuyén hoa va tac
dung cua cac thube PPI [2, 3].

Phac dd6 hai thuéc licu cao géom PPl va
amoxicillin 1a mot trong nhitng phac d6 dugc Hoi
tiéu hoa Hoa Ky khuyén co lya chon voi wu diém
str dung it thudc, ti 16 d& khang véi amoxicillin thap,
it tac dung phu, bénh nhan dé dung nap hon so véi
céc phac dd khac [1] va hiéu qua rét tot trong mot s6
nghién ctru & chau A [4].
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O Viét Nam hién nay, viéc diéu tri H. pylori gip
nhidu thach thirc, khé khan khi ty 1¢ dé khang céc
khéang sinh cao va phc tap, dic biét la tinh trang dé
khang kép, tuy nhién ty 1¢ dé khang amoxicillin van
con thip [5], nén viéc nghién ciru 4p dung phéac do
hai thudc liéu cao (PPI va amoxicillin) vé hiéu qua
tiét trir va mdi lién quan ctia phac do nay véi kiéu
gen ma hda CYP2C19 la can thiét va hop ly. Do do,
ching t6i tién hanh nghién ctru nay nhim 2 muc
tiéu: Khao sat kiéu gen ma hoa CYP2C19 & bénh
nhan c6 bénh ly da day ta trang nhiém H. Pylori; va
danh gia hiéu qua tiét trir H. pylori ciia phac d6 hai
thudc liéu cao (esomeprazole va amoxicillin) chung
va theo tirng nhom chuyén héa CYP2C19.

I1. POI TUQNG VA PHUONG PHAP NGHIEN
CUU
2.1. Pdi twong nghién ciru

Gdm 82 bénh nhan dén kham 1am sang, ndi soi
tiéu hoa, duoc chan doan nhiém H. pylori va chi
dinh diéu tri tiét trir bang phac do 2 thudc liéu cao.
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Tiéu chuan chon bénh: (1) Bénh nhén tir 16 tudi
tro 1én co cac triéu chung duong tiéu hoéa nhu dau
thuong vi, kho tiéu, dugc chi dinh ndi soi va xét
nghiém H. pylori, dong y tham gia nghién ctru. (2)
Bénh nhéan khéng dung khang sinh trong vong 4
tuan; khong sur dung cac PP, cac thude khéng H2,
bismuth trong vong 2 tuan trude d6. (3) Chan doan
nhiém H. pylori: khi c6 test urease nhanh hoic test
hoi tha C13 duong tinh.

Tiéu chuan loai trir: Bénh nhan chong chi dinh
v6i ndi soi tiéu hda; Bénh nhan di tmg va chdng chi
dinh v&i cac thanh phan thube diéu tri; Bénh nhan
khong dong y tham gia nghién ctru.

2.2. Phwong phap nghién ciru

Thiét k& nghién ctru mé ta cit ngang c6 theo
ddi, c& mau 82 bénh nhan, thuc hién tai Bénh vién
da khoa Gia Dinh Da Ning, tir thang 07/2021 dén
thang 09/2022.

Cac budc tién hanh:

- Bénh nhan dugc héi bénh, khai thac tién su,
tham kham lam sang, dugc chi dinh ndi soi va xét
nghiém H. pylori bang test nhanh urease (CLO -
test) ciia cong ty Viét A - TP. HCM hoic test hoi tho
PYtest (C13).

- X4c dinh kiéu gen ma hoa CYP2C19: tir DNA
mau mau, duoc thuc hién tai Trung TAm Xét Nghiém
Y Khoa Medic, TP. HCM bing phuong phap PCR -
giai trinh tu, phan tich két qua dya trén phan mém
BioEdit: alen CYP2C19*2 khi d6t bién tai nucleotide
681 thay thé G bang A (m1); alen CYP2C19*3 dot
bién tai nucleotide 636 thay thé G bing A (m?), két
qua chia thanh 3 nhom kiéu hinh [3]:

Bang 1: Kiéu gen, kiéu hinh

% Kiéu hinh

Kiéu gen CYP2C19 (mikc 49 chuyén héa)
wt/wt (CYP2C19 Chuyén hoa thude
1*/1%) nhanh (EM)
wit/ml Chuyén hoéa thudc trung
wt/m2 binh (IM)
ml/ml

Chuyén héa thudc kém

m2/m2 (PM)
m1/m2

(Trong d6: wt - wild type: binh thuong; m -
mutation: dot bién)
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- Bénh nhéan dugc chi dinh diéu tri phac do 2
thudc liéu cao trong 14 ngay theo khuyén céoctia
Hoi tiéu hoa Hoa Ki [1]: Esomeprazole: vién 40mg,
ngiy udng 3 lan, mdi 1an 1 vién trude khi an 30
phat; Amoxicillin: vién 500mg, ngay uéng 3 1an, 1an
2 vién sau khi an

- Theo ddi tac dung phu ciia phac d6 trong quéa
trinh diéu tri qua bang theo ddi

- Danh gié ty 18 tiét trir sau khi két thdc liéu trinh
4 - 6 tuan qua xét nghiém H. pylori bang test hoi thd
C13 hoac CLO - test.

2.3. Xir ly va phan tich sé liéu

S6 liéu duge nhdp va xtr 1y theo cac thuat toan
thong ké y hoc ctia phan mém SPSS 20.

Nghién ctru duoc sy chép thuan cua Hoi1 déng
dao dirc nghién ctru y sinh hoc cua truong Pai
hoc Y - Duoc Hué va Bénh vién da khoa Gia
Dinh Pa Nang.

I11. KET QUA

Dic diém chung ciia 82 bénh nhan véi do tudi
trung binh 1a 38,26 £ 12,25, ty 1€ nam/nir 1a 39/43.
Triéu chirng 1am sang hay gip nhit 1 dau thuong vi
chiém 68,3%. Tén thuong trén ndi soi tiéu hoa véi
viém da day chiém 81,7%, loét da day 9,8% va loét
hanh ta trang 8,5%.

3.1.Phan bé kiéu gen ma héa CYP2C19
Bang 2: Phan bé kiéu gen ma hda CYP2C19

S6 bénh | Tilé

Gen ma héa CYP2C19 nhan (n) %

Chuyén hoa nhanh (EM) 34 41,5
Chuyén hoéa trung binh (IM) 39 475
Chuyén héa kém (PM) 9 11,0

Kiéu gen md héa CYP2C19 nhém chuyén hoa
trung binh chiém ty 1¢ cao nhét, tiép dén la kiéu gen
chuyén hoé nhanh va thap nhat 1 nhém chuyén héa
kém, khong c6 sy khac biét vé& phan bd kiéu gen
CYP2C19 giita cac nhom tudi va gidi.
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3.2. Hiéu qua diéu tri ciia phac dé hai thudce liéu cao

Bang 3: Ty 1¢ tiét trir H. pylori ciia phac d6 2 thudc liéu cao

Két qua didu tri Theo y dinh diéu tri Theo dé cwong nghién ciru
H. pylori (ITT) (PP)
S0 lwgng (n) Ty 1§ (%) S0 lwgmg (n) Ty 1§ (%)
Thanh cong 63 76,8 63 81,8
Thét bai 19 23,2 14 18,2
Tong: 82 100,0 7 100,0

C6 5 bénh nhan khong tai kham sau diéu tri nén ty 1é tiét trir thanh cong H. pylori khi phan tich theo ITT
chiém 76,8% (63/82), khi phan tich theo PP ty 1¢ diéu trj thanh cong 1a 81,8% (63/77).
Bang 4. Két qua tiét trir H. pylori ctiia phac dd 2 thudc lidu cao theo kiéu gen CYP2C19

) Tiét trir H. pylori
Kiég\g{;nzglfghéa Thanh cong Thit bai p
So lwgng Ty 1€ So lwgng Ty 1€
Chuyén hoa nhanh (EM) 23 74,2 8 25,8 > 0,05
Chuyén héa trung binh (IM) 32 86,5 5 13,5
Chuyén hoa kém (PM) 8 88,9 1 11,1
Tdng: 63 100,0 14 100,0

Ty 18 tiét trir thanh cong & nhom kiéu hinh gen ma héa CYP2C19 chuyén héa kém (PM) 1a cao nhat,
tiép theo 1a nhom chuyén hoa trung binh va chuyén héa nhanh, tuy nhién, sy khac biét khong c6 y nghia

thong ke. . o ‘
Bang 5: Tac dung phu cua phac do 2 thudc liéu cao diéu tri H. pylori
Tac dung phu S6 lwgng (n = 77) Ty 1€ (%)
Budn noén 7 9,1
DPau bung 6 7,8
Tiéu chay 2 2,6
Mét moi 7 91
No6i mén ngira 5 6,5

Ty 1& bénh nhan duoc theo doi va tai kham 1a 93,9% (77/82), tac dung phu bénh nhan gip phai khi diéu
trj chiém 22,1% (17/77), trong d6 chii yéu murc d6 nhe, gdm chu yéu 13 mét moi va budn nén (9,1%), co

bénh nhan gép hon 1 tac dung phu.

IV.BAN LUAN

Pay 1a mot trong nhitng nghién ciru dau tién
khao sét kiéu gen ma hda CYP2C19 ¢ khu vic mién
Trung - Tay Nguyén va danh gia hi¢u tiét tru H.
pylori chung va theo nhém chuyén héa CYP2C19
bang phéc d6 hai thudc liéu cao & bénh nhan ¢ bénh
ly da day ta trang. Tat ca 82 bénh nhan, chu yéu
thudc nhém tudi tré va trung nién, cé triéu chimg

114

tiéu hoa trén duge ndi soi chin doan viém da day
hoic loét da day, ta trang va nhiém H. pylori, diéu tri
phac d6 hai thude liéu cao esomeprazole (120mg)
va amoxicillin (3g) trong 14 ngay.
4.1. Phan b6 kiéu gen mi héa CYP2C19 & dbi
twong nghién ctru

Kiéu gen mid héa CYP2C19 dugc chia lam 3
nhom: chuyén héa nhanh (EM), chuyén héa trung
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binh (IM) va chuyén héa kém (PM). Chuyén hoa
nhanh c6 chtic nang tang hoat tinh enzym lam cac
PPl chuyén héa nhanh va mét tac dung som hon
khi vao co thé do d6 kha nang duy tri pH ti wu dé
khang sinh phat huy tac dung va diét H. pylori s¢
giam di [6]. Kiéu gen ma hoéa CYP2C19 phan b
khac nhau giita cac chiing toc trén thé giéi. Khoang
2 - 6% nguoi da trang va 1% ngudi My goc Phi co
kiéu gen ma hoa chtic ning PM, tuy nhién, ¢ ngudi
chau A cao hon khoang 14%. Nguoc lai, ty 16 EM
ngudi da tring khoang 70%, nhung ¢ ngudi chau A
chi khoang 30 - 40% [2].

Trong nghién ctru cua chung t6i (Bang 1) phan
b kiéu gen ma hoa CYP2C19 chuyén hoa nhanh,
trung binh va chuyén héa kém lan luot 1a 41,5%,
47,5%, 11%, khong c6 su khac biét gitra gioi tinh
va cac nhom tudi. Két qua nay ciing phu hop véi
mot sd nghién ciru trong nudc véi ty 1& kiéu gen
CYP2C19 chuyén héa nhanh (EM) va trung binh
(IM) chiém da s6, ty 1¢& kiéu gen PM thap. Nghién
ctru cua Nguyén Thanh Liém va cs trén 102 bénh
nhan nhiém H. pylori ¢6 ty 18 kiéu gen CYP2C19
v6i chirc nang EM, IM, PM 1an luot 1a 50%, 42,2%,
7,8% [7]. Tuong tu, mot nghién ctru khac cua HO
Tan Phat va cs trén 92 bénh nhan bénh 1y da day
nhiém H. pylority 1¢ phan bd kiéu gen CYP2C19
chuyén hoa EM, IM, PM lan luot 13 47%, 41,7%,
9,3% [8]. Yamada va cs nghién ciru trén nhom nguoi
chau A, da ghi nhan phan bé kiéu hinh chuyén hoa
CYP2C19 ¢ nguoi Trung Quéc ty 1é EM 14 26,4%,
IM 49,6%, PM 24%, ¢ nguoi Nhat Ban ty 1€ EM
36,5%, IM 45,8%, PM 17,7%, & nguoi Thai Lan ty
1¢ EM, IM, PM lan luot 1a 37,2%, 47,1%, 15,7%,
& nguoi Viét Nam ty 1an lugt 1a 40%, 40%, 20%
va khong co su khac biét vé phan bd kiéu hinh
CYP2C19 & 4 qudc gia nay [9].

4.2. Hi¢u qua diéu tri H. pylori ciia phic d6 hai
thubc lidu cao (HDDT)

Két qua nghién ctru (Bang 2) cho thay, khi phan
tich theo y dinh diéu tri (ITT) c6 76,8% (63/82)
bénh nhan diéu tri tiét trir H. pylori thanh cong. Tuy
nhién, khi loai 5 bénh nhan khong tai kham sau diéu
trj, phan tich theo dé cuong nghién ctru (PP) thi ty
1¢ tiét trir H. pylori tang 1én 81,8% (63/77). Két qua
tiét trir theo PP cuia ching tdi twong dong véi mot sb
nghién ctru trong nudc va quoc té. Nghién ciru ciia
Nguyén Thi Hién va cs trén 84 bénh nhan diéu tri
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phac d6 HDDT nhung str dung rabeprazole 80 mg/
ngay c6 két qua tiét trir H. pylori thanh cong theo
PP 1a 85,3%, tuy nhién khi phan tich theo ITT chi
dat 69% do s6 luong bénh nhén tai kham thap [10].
Nghién ctru cta Takahisa Furuta va cs diéu tri tiét
trir H. pylori bang phac d6 HDDT véi ty 1¢ thanh
cong 1a 81,4% (79/97) bénh nhan [11]. Mot nghién
ctru khac vé hiéu qua phac d6 HDDT, vé6i hon 200
bénh nhan nhiém H. pylori sir dung rabeprazole va
amoxicillin, cho théy ty 1€ ti€t tru thanh cong theo
PP 12 84,9% va theo ITT la 84,7% [12].

Khi phan tich diéu tri H. pylori theo nhém kiéu
gen md hda CYP2C19 (Bang 3), két qua cho thay ty
16 tiét trir c6 xu hudng cao hon & nhém chuyén hoa
kém (PM) r6i dén nhom trung binh (IM) va cudi
cung 1a nhom chuyén héa nhanh (EM) lan luot 14
88,9% (8/9), 86,5% (32/37) va 74,2% (23/31), tuy
nhién su khéac biét chua cO y nghia théng ké véi
p > 0,05. Mot sb nghién ciru trong nude st dung
phac d6 khac tiét trir H. pylori phan tich theo nhom
gen ma hoa CYP2C19 cho thay khong co su khac
biét vé ty 16 tiét trir khi phan tich theo nhém chuyén
hoa [7, 8]. Theo mdt s6 nghién ciru phan tich tong
hop trén thé gidi cho thiy cac PPI nhu omeprazole,
lansoprazole va pantoprazole bi anh huong nhiéu
hon so v&i esomeprazole va rabeprazole trong diéu
tri tiét trir H. pylori [2, 12]. Viéc ding nhiéu lan cac
PPI trong ngay sé& duy tri pH cao tot hon lam ting
kha nang diét H. pylori ctia amoxicillin bt ké kiéu
hinh CYP2C19 [4, 6, 11]. Tuy nhién, gén day, mot
s6 nghién ctru cho thiy phac dd HDDT dugc thay
PPIs bang P-CABs (nhém thubc mai tre ché tiét acid
qua kénh kali) cho két qua tiét trir H.pylori cao hon
[13], diéu ndy goi y van dé trc ché acid cua cac PPIs
van chua thuc sy tdi wu, liéu diéu nay co lién quan
dén chuyén hoa cua thudc qua CYP2C19 khong va
can c¢6 thém cac bang chung trong thoi gian toi.

Uu diém cua phac dd HDDT la c6 it tac dung phu,
dung nap tét, tac dung phu thuong nhe va bénh nhan
dé tuan thi. Trong nghién ciru ctia chiing toi, chi co
22,1% (17/77 bénh nhan) cd tac dung phu trong qua
trinh diéu tri, déu & muc nhe, trong d6 chu yéu la
cam giac mét moi (9,1%) va budn non (9,1%). Két
qua nay ciing phu hop v6i mot sd nghién ciru trong
nudc va trén thé gidi cho thay ty 1¢ bénh nhan co tac
dung phu ctia phac ¢6 HDDT thap va nhe, dao dong
tir 22% - 25% [4, 10, 12].
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V.KET LUAN

Hiéu qua tiét trir H. pylori ciia phac d hai thudc
lidu cao kha tot khi phan tich theo d& cuong nghién
ctru, 1a lya chon thay thé trong mot sb truong hop
v6i vu diém c6 it tic dung phu, d& dung nap va sir
dung don gian. Méc du ty 1€ tiét trr thanh cong &
nhém bénh nhan mang gen CYP2C19 chuyén hoa
kém c6 xu hudng cao hon nhém chuyén héa trung
binh va nhanh, tuy nhién sy khac biét chua c6 y
nghia thong k&, can cd thém nghién ciru véi ¢d mau
16n hon dé dénh gi4 anh hudng cua kiéu gen ma hoa
CYP2C19 Ién tac dung ctia cac PPI néi riéng va két
qua diéu tri tiét trir H. pylori.
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