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Tém tat

DPat van dé: Duoc ly di truyén |a mot trong nhitng linh viee bt 18i cla y hoc chinh xdc. Gene CYP2C19 m3
hda enzyme cytochrome P450 2C19 tham gia chuyén héa thudc trc ché bom proton & gan. Allele m3 hod
protein khdng chirc nang thudng gap nhat 1a CYP2C19*2 va CYP2C19*3. Muc tiéu: (1) Thiét 1ap quy trinh xac
dinh cac da hinh CYP2C19*2 va CYP2C19*3 bang ki thuat PCR-RFLP; (2) Xac dinh ty 1& cac kiu gene CYP2C19
theo da hinh *2 va *3 & bénh nhan bénh ly da day - ta trang c6 nhiém H. pylori. D8i tweng va phwong phap:
DNA duorc tach chiét tir 112 mau mo sinh thiét niém mac da day. Xac dinh cac da hinh CYP2C19*2 va *3
bang k§ thuat PCR-RFLP. Kiém chirng ngiu nhién 10% mau bang gidi trinh ty Sanger. K&t qua: Tat ca cadc mau
duoc kiém chirng déu cho két qua twong dong. Tan suat cac allele *1, *2 va *3 clia gene CYP2C19 lan lwot 1a
67,9%, 29% va 3,1%. Ty |& cdc nhém c6 kidu gene chuyén héa binh thuwdng, chuyén hod trung gian va chuyén
hod kém [an lwot 12 45,5%, 44,7% va 9,8%. K&t luan: Nhdm kiéu gene chuyén hod trung gian/kém chiém ty &
cao. PCR-RFLP 13 k§ thuat xac dinh da hinh CYP2C19*2 va CYP2C19*3 chinh x&c va cé gia thanh thap. Cé thé
ng dung dé xac dinh cac da hinh & bénh nhan da day - ta trang |am co s& diéu trj theo huwéng ca nhan hoa.

Tir khod: CYP2C19*2, CYP2C19*3, PCR-RFLP, bénh ly da ddy - td trang, duoc ly di truyén.
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Abstract

Background: Pharmacogenetics is at the heart of precision medicine. The CYP2C19 gene encodes the
cytochrome P450 2C19 enzyme which is involved in the metabolism of proton pumps inhibitors in liver.
The most common alelles encoding non-functional proteins are CYP2C19*2 and CYP2C19*3. Objectives: (1)
Establish a process to identify CYP2C19*2 and *3 polymorphisms by PCR-RFLP technique; (2) Determine
the prevalence of CYP2C19 genotypes by *2 and *3 polymorphisms among H. pylori-positive patients with
gastroduodenal diseases. Materials and methods: DNA samples were extracted from 112 gastric biopsy
specimens. The CYP2C19*2 and *3 polymorphisms were identified by PCR-RFLP technique. Confirming the
results in 10% of the samples randomly by Sanger sequencing. Results: The PCR-RFLP results of validated
samples were in 100% concordance with sequencing results. The frequencies of the *1, *2 and *3 alleles of
the CYP2C19 gene were 67.9%, 29% and 3.1%, respectively. The proportion of groups with normal metabolizer,
intermediate metabolizer and poor metabolizer genotypes were 45.5%, 44.7% and 9.8%, respectively.
Conclusion: The intermediate/poor metabolizer genotype accounted for a high rate. PCR-RFLP is an accurate
and cost-effective method to determine CYP2C19*2 and CYP2C19*3 polymorphisms. This technique can be
applied to identify polymorphisms in patients with gastroduodenal disorders as a guidance for personalized
therapy.
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1. DAT VAN DE

Thudc &rc ché bom proton (PPls) dwoc st dung
rong rai trén |Am sang dé trc ché tiét acid dich vj trong
diéu tri va dy phong nhiéu bénh ly khac nhau nhu
trado nguoc da day thuc quan, viém loét da day - ta
trang, viém thuc quan [1]. PPIs con déng vai trod quyét
dinh trong cac phac d6 diéu trj tiét trir H. pylori [2].
Ngoai vai trd (rc ché tiét acid da day, cac thudc PPIs
con c6 thé lam téng hiéu lyc cla khang sinh bang cach
giam sy phan hiay khang sinh trong dich vi, tao diéu
kién cho qué trinh tiét trir H. pylori [3]. Nhiéu nghién
ctru cho thay su khéc biét trong hiéu qua diéu trij gilra
cadc nhdm quan thé clng s dung mot loai PPls; mot
trong nhitng nguyén nhan duoc chd y la sy twong
tac gitra thudc va cac yéu t6 di truyén, trong dé cac
da hinh trén gene CYP2C19 ddéng vai tro quan trong.

Gene CYP2C19 nam trén nhiém sic thé 10g23.33
ma hoda cho cytochrome P450 2C19 (CYP2C19). bay
I3 enzyme chinh tham gia vao qua trinh chuyén hda
cac loai thudc & gan, bao gdm cd PPls. Hién nay,
gene CYP2C19 duwgc ghi nhan cé 39 allele, trong
dé phan 1én cac allele m3 hoa cho protein c6 hoat
tinh enzyme binh thuong [4]. Cac allele dugc goi
theo danh phap dau sao (*), trong dé CYP2C19*1 |3
allele hoang dai va ma hoa protein hoat tinh binh
thuwong. Allele ma hoa protein khéng chirc nang
thuong gap nhat |a CYP2C19*2 véi sy thay thé mot
nucleotide & exon 5 (rs4244285, c.681G>A), tiép dén
14 CYP2C19*3, c6 sy thay th€ mét nucleotide & exon
4 (rs4986893, c.636G>A). Cac da hinh khong chirc
ndng khac hau nhu rat hiém gdp [1]. Dya vao kiéu
gene theo cac bién thé (*) cia CYP2C19 ngudi ta chia
ra cdc nhdm mirc d6 chuyén hod thudc khic nhau,
bao gdbm chuyén hod chuyé&n héa binh thwong (NM:
normal metabolizer) twong (rng vdi ki€u gene cé hai
allele hoang dai (wild-type) 1a *1/*1, chuyén héa
trung gian (IM: intermediate metabolizer) tuong
ng vai ki€u gene di hop t&r (*1/*2 hodc *1/*3) va
chuyén héa thap (PM: poor metabolizer) twong ¢ng
kiu gene gbm 2 allele mat chirc ndng (*2/*2, *2/*3
hoac *3/*3). Ngoai ra, con cé da hinh CYP2C19*17
gay hau qua tang chirc ndng, vi vy con c6 nhém
chuyén hoa nhanh (RM: rapid metabolizer) véi
kiéu gene *1/*17 va chuyén hoa siéu nhanh (UM:
ultrarapid metabolizer) v&i ki€u gene *17/*17. Tuy
nhién, da hinh *17 nay chi phé bién trong quan thé
nguoi chau Au va chau Phi, trong khi dé hau nhu rat
hi€m & chau A [5], [1]. D3c biét & Viét Nam, tan suat
da hinh *17 ghi nhan chi khoang 2% [6], [7].

Ngoai trir rabeprazole hau nhu rat it chuyén hoa
b&i enzyme CYP2C19, cac PPIs khdc nhu omeprazole,
esomeprazole, lanzoprazole... d8u dwoc chuyén hod
b&i enzyme nay vai ty |é trén 70% hodc trén 80% [8].

Do d6, nhitng bién d6i trén gene c6 thé anh hudng
tryee ti€p dén hoat tinh clia enzyme, tir d6 anh hudng
dén hiéu qua cla thudc trén |dm sang va tac dung
khéng mong muén. Sy phan bé cla cac da hinh gene
CYP2C19 thay d6i tuy theo tirng quan thé, trong khi
dd hién nay & Viét Nam c6 rat it cong b6 vé tan suat
cdc da hinh nay. Pic biét, hdu nhu chua cé cong bo
tan suat cac da hinh nay & bénh nhan da day - ta trang
thuéc khu vyc mién Trung. Cac da hinh CYP2C19*2
va *3 d@u la cdc da hinh don nucleotide, lién quan
dén vi tri cdt clia cdc enzyme Mspl va BamHI. Diéu
nay cho phép cé thé thyc hién kj thuat PCR-RFLP
(polymerase chain reaction - restriction fragment
length polymorphism) dé xac dinh da hinh. Day la k§
thuat dua trén nén tang PCR (PCR-based technique)
c6 gid thanh phu hop, cé thé thyc hién tai cac co s&@
y t& cé phong xét nghiém sinh hoc phan tlr co ban. Vi
vay, chiing t6i ti€n hanh dé tai nham hai muc tiéu sau:

(1) Thiét ldp quy trinh xdc dinh cdc da hinh
CYP2C19*2 va CYP2C19*3 bang ky thudat PCR-RFLP.

(2) Xdc dinh ty 1€ cdc kiéu gene CYP2C19 theo da
hinh *2 va *3 & bénh nhdn bénh ly da day - td trang
nhiém H. pylori.

2. DOl TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. BGi twong nghién ciru

Bénh nhan bénh ly da day - ta trang cé nhiém H.
pyori dugc ndi soi tai Trung tam Tiéu hod - N&i Soi,
Bénh vién Trudng Pai hoc Y - Dugc Hué.

C& mau: N =112

e Tiéu chudn chon bénh

- K&t qua ndi soi chdn doadn bénh da day - ta trang
nhu: viém da day, loét da day - ta trang...

- Puoc chan doan xac dinh nhiém H. pylori bang
xét nghiém nhanh urease trén mau mé sinh thiét
niém mac da day lay qua ndi soi.

e Tiéu chudn loai trir

- C6 dung thudc rc ché bom proton trong vong 2
tudn, bismuth va khang sinh trong vong 4 tuan truwéc
ndi soi.

- DNA duoc tach chiét tir mau mo sinh thiét niém
mac da day khéng dam bao vé sé lugng va chat
lrgng cho xét nghiém PCR.

2.2. Phurong phap nghién ctru

Nghién ctru mé ta cit ngang tir thang 5 ndm 2020
dén thang 7 nam 2022 tai Bénh vién Truwdng Pai Hoc
Y - Duwoc Hué. Cac budc nghién ciu dwoc tién hanh
nhu sau:

Buwdrc 1: Chon mdu tai Trung tém Tiéu héa - NGi
soi, Bénh vién Truwong Pai hoc Y - Duoc Hué

- Chon mau ngiu nhién thuan tién.

- M&i bénh nhan duoc ndi soi va sinh thiét niém
mac da day. MAu sinh thiét duogc thue hién xét nghiém
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nhanh urease tai phong Néi soi, néu duong tinh thi
cho mau vao 6ng chira dung dich TE roi chuyén dén
BS mén Di truyén Y hoc, Truwdng Dai hoc Y - Dugc, Pai
hoc Hué dé thuc hién cac xét nghiém sinh hoc phan tir.

Buwdrc 2: Tdch chiét DNA tir mGu mé sinh thiét

- M3u mé sinh thiét dwoc nghién nhd trong dung
dich TE, sau d6 tach DNA bang bd sinh pham Wizard
Genomic DNA Purification (Promega) theo protocol
chuan.

- Dung dich DNA sau khi tach chiét dwoc do néng
d6 va danh gia do tinh sach bang may NanoDrop, roi
[wu trit & -20°C cho dén khi phan tich.

Budrc 3: Thuc hién PCR dé khuéch dai viing chira
cdc da hinh CYP2C19*2 va *3 (budc PCR)

- Cap moi dac hiéu vung gene CYP2C19 cé chira
da hinh *2 (thudc exon 5) c6 trinh tu nhu sau:

*2F (M6i xudi):

5’-AATTACAACCAGAGCTTGGC-3’
*2R (moi nguoc):
5’-TATCACTTTCCATAAAAGCAAG-3’ [9]

- Cap moi dac hiéu vung gene CYP2C19 cé chira
da hinh *3 (thudc exon 4) cé trinh tu nhu sau:

*3F (M6i xudi):

5’-AAATTGTTTCCAATCATTTAGCT-3’

*3R (Mdi hguwoc):

5’-ACTTCAGGGCTTGGTCAATA-3'[9]

- Thuec hién cac phan (rng PCR khuéch dai lan luot
céc vung gene chira da hinh *2 va *3. Thé tich phan
tng 1a 25 pl bao gébm: 12,5 pl GoTaq Green Master
Mix (2°), 1 ul (10 pmol/ ul) méi méi (mdi xudi va

mdi nguoc tuong rng tirng da hinh), 1 pl (100 ng/
ul) DNA khuén mau, 9,5 pl nwdce cat vo trung da khir
nuclease.

- Phan &rng PCR dugc thyc hién trén may Applied
Biosystems 2720 Thermal Cycler (Thermo Fisher
Scientific), vai diéu kién nhiét dé: Bién tinh ban dau
95°C - 8 phut, sau dé thuc hién 35 chu ky mdi chu ky
gdm bién tinh & 95°C trong 1 phut, gdn mdi & 50°C
(da hinh *2) hodc 52°C (da hinh *3) trong 1 phut, kéo
dai & 72°C trong 1 phut; va tiép tuc kéo dai & 72°C
trong 10 phut nira.

- San pham PCR duoc kiém tra bang cach dién di
trén gel agarose 2%, c6 b6 sung thudc nhuém DNA
RedView. Kich thudc san phdm dy kién déi véi cac
vung chira da hinh CYP2C19%*2 va *3 duoc khuéch
dai lan lugt 13 168 bp va 271 bp.

Buwdc 4: Thuc hién cdt sén phdm PCR bdng
enzyme cdt han ché (bu'dc RFLP)

- Enzyme Mspl va BamHlI [an luvot dugc sir dung
cho cac phan tng cat dé xac dinh da hinh CYP2C19*2
va *3.

- Thanh phan phan &ng: 15 pl san pham PCR,
3 pl dém (10X), 3 pl enzyme cat han ché (10 U/pl), 9
il nudce cat vo trung da khir nuclease.

- U nhiét dd 37°C trong bé 8n dinh nhiét, thoi
gian 24 gio.

- San pham cat dwoc dién di trén gel agarose 2%,
hiéu dién thé 80V, thoi gian 1 gio 30 phat.

- Kiéu gene tuong (rng cac da hinh dwoc xac dinh
theo Bang 1:

Bang 1. Dic diém cuta san pham sau khi cit bang enzyme cat han ché twong (rng cac kiéu gene
theo da hinh CYP2C19*2 va CYP2C19%*3

Kiéu gene S6 bang Kich thuwéc (bp)
Theo da hinh CYP2C19%*2

GG 2 117,51

GA 3 168, 117,51
AA 1 168

Theo da hinh CYP2C19*3

GG 2 175, 96

GA 3 271, 175, 96
AA 1 271

Bwdc 5: Kiém chirng két qué bdng gidi trinh tw Sanger

- S&n pham PCR tuwong ¢ng véi cac kiu gene khac nhau dugc chon ngau nhién dé giai trinh ty tai cong
ty 1%t BASE (Malaysia) trén may ABI PRISM 3730x| Genetic Analyzer. Nhan két qua dudi dang file .ab1 va .seq.

- S&r dung phan mém BioEdit d& doc trinh ty nucleotide tir cac file trén.

- St dung coéng cu BLAST clia NCBI dé d6i chiéu trinh tu nucleotide véi céc trinh tu chuan trén GenBank

dé phan tich két qua.

- D6i chiéu két qua xac dinh da hinh *2 va *3 clia gene CYP2C19 bang PCR-RFLP v&i két qua gidi trinh tu.
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3. KET QUA NGHIEN cU'U

3.1. Thiét lap quy trinh xac dinh cac da hinh CYP2C19%*2 va CYP2C19*3 bang ky thuat PCR-RFLP
3.1.1. Két qud xdc dinh da hinh CYP2C19*2 va CYP2C19*3 bdng ki thudt PCR-RFLP

<
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<

Hinh 1. Hinh Gnh dién di sin phim cit doan DNA chita CYP2C19%2 (trdi) va *3 (phii)

Hinh 1. Hinh dnh dién di san pham cit doan DNA chira CYP2C19*2 (trdi) va *3 (phai)
Nhd@n xét: Cac san pham phan (rng cdt bang enzyme ct han ché xuat hién rd rang, cho phép xac dinh kiéu
gene tuong ing cac da hinh CYP2C19*2 va *3 nhu trinh bay & bang 2.
Bang 2. K&t qua xac dinh kiéu gene cac mau dai dién & hinh 1

Pa hinh Mau 1 Mau 2 Mau 3 M3u 4 M3u 5 M3u6  Mau7?
*2 AA GG GA GA GG GG GG
*3 GG GG GG GA GA GG GA
Kiéu gene phéi hop *2/*2 *1/*1 *1/*2 *2/*3 *1/*3 *1/*1 *1/*3

3.1.2. Kiém chirng két qud xdc dinh da hinh CYP2C19*2 va CYP2C19*3 béing gidi trinh tw Sanger

cC € C A G G A A C C

TG G AT C CAG

gyl g

M3u 1: Kiu gene AA Ma3u 5: Kiéu gene GG

AT T T € C C€C G G G A AC C C € € € € € T G GA A T € C€C A G G

Mau 2: Kiéu gene GG

M3u 4: Kiéu gene GA

110
AT T T € € € GAG G A A C Cc C .

M3u 3: Kiéu gene GA

Hinh 2. K&t qua giai trinh tyw CYP2C19*2 (bén trai) va CYP2C19*3 (bén phai)
Nh@n xét: C6 su phu hop hoan toan gilta két qua xac dinh da hinh CYP2C19*2 va *3 cla hai ky thuat PCR-
RFLP va giai trinh ty Sanger.
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3.2. Ty lé cac ki€u gene CYP2C19 theo da hinh *2 va *3 & bénh nhan bénh ly da day - ta trang
Bang 3. P3c diém nhdm bénh nhan nghién ciru

Pic diém $6 bénh nhan Ty 1& (%)
Gioi tinh
Nam 52 46,4
N 60 53,6
Tuéi
<40 tudi 59 52,7
> 40 tudi 53 47,3
Bénh ly
Loét da day 12 10,7
Loét ta trang 30 26,8
Viém da day man 70 62,5
Téng 112 100,0

Nhan xét: Ty |é nam nit twong duong nhau trong nhdm bénh ly da day ta trang. Khong cé sw chénh léch dang
k& v& nhdm tudi trén va dudi 40 tudi. Phan |&n cac bénh nhan trong nhém nghién ctu 13 viém da day man.
Bang 4. Phan b6 kiéu gene theo vj tri da hinh CYP2C19*2 va *3

Kiéu gene S6 lwgng Ty 1& (%) p-HWE
CYP2C19%2
GG 55 49,1 0,512
GA 49 43,8
AA 8 7,1
CYP2C19*3
GG 105 93,8 0,732
GA 7 6,2
AA 0 0
Téng 112 100,0

Chu thich: HWE la Hardy-Weinberg.
Nhan xét: Cac kiu gene theo da hinh CYP2C19*2 va *3 déu dat can bing Hardy-Weinberg.

3,1%

Hinh 3. Biéu dd phan b8 cic allele dugc nghién clru clia gene CYP2C19
Nhan xét: Allele *1 (allele hoang dai) chiém ty & cao nhat 67,9%, tiép dén |a *2 chiém 29%, trong khi dé
*3 chi€m ty | rat thap, chi 3,1%.
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Bang 5. Phan b6 kiéu gene CYP2C19 va mirc d6 chuyén hod thudc theo kiéu gene

Mirc d6 chuyén hoa thuéc Kiéu gene phéi hgp S6 lwgng Ty 1& (%)
Chuyén hod binh thudng *1/*1 51 45,5
Chuyén hoa trung gian *1/%2 46 41,1
*1/*3 4 3,6
Chuyén hod kém *2/*2 8 7,1
*2/*3 3 2,7
*3/*%3 0 0
Tong 112 100,0

Nhan xét: Nhém chuyén hoa binh thudng va chuyén hod trung gian chiém ty 18 cao, lan lwot 13 45,5% va

44,7%; chuyén hoa kém chi chiém 9,8%.

Bang 6. Phan b6 cac nhdm chuyén hod thudc theo tudi, gidi tinh va bénh Iy da day - t4 trang

Chuyén héa binh

Chuyén héa trung

Chuyén héa kém

Dic diém thuwong, n (%) gian, n (%) n (%) P
Tudi
£ 40 tudi 24 (47,1) 28 (56,0) 7 (63,6) 0,497
> 40 tudi 27 (52,9) 22 (44,0) 4 (36,4)
Gidi tinh
Nam 22 (43,1) 26 (52,0) 4 (36,4) 0,525
N 29 (56,9) 24 (48,0) 7 (63,6)
Bénh ly
Viém da day 36 (70,6) 28 (56,0) 6 (54,5) 0,270
Loét da day - ta trang 15 (29,4) 22 (44,0) 5 (45,5)
Tong 51 50 11

Nhan xét: Khéng cé su khac biét vé cac ddc diém tudi, gidi tinh va chan doédn bénh ly da day —ta trang giita

cadc nhém mirc d6 chuyén hod thudc (p > 0,05).

4. BAN LUAN

4.1. Thiét 13p quy trinh xdc dinh cac da hinh
CYP2C19*2 va CYP2C19*3 bang ky thuat PCR-RFLP

Duoc ly di truyén l1a mét trong nhitng Iinh vuc
c6t 18i cha y hoc chinh xdc. Viéc xac dinh kiéu gene
duoc ly hira hen hd tro cac nha 1am sang trong chon
Iya phac d6 diéu trj theo hudng ca nhan hod, nham
nang cao hiéu qua diéu tri va gidm thiéu tac dung
khéng mong muén. Ngay nay, Cuc Quan ly Thuc
pham va Dugc phdm Hoa Ky (FDA: Food and Drug
Administration) da cdng b8 cac thong tin vé duoc
ly di truyén lién quan dén hon 190 loai thudc [8].
Khuyén cdo xét nghiém da hinh gene CYP2C19 la
mot trong nhirng khuyén cdo dau tién vé xét nghiém
duoc ly di truyén trén 1am sang, lién quan dén hon
15 loai thudc khac nhau, trong dé cé 4 loai PPIs
gdbm omeprazole, esomeprazole, lansoprazole, va
pantoprazole [10], [11].

Gene CYP2C19 c6 nhiéu bién thé allele, trong do
ba biénthé cdp 1 gdm *2, *3va *171a nhirng bién thé
d3 cé bang chirng 1am sang rd rang. Tuy nhién, theo
mot s6 khao sat trong nuwéce, bién thé *17 chiém ty 1é
rat thdp & quan thé nguoi Viét Nam, chi khodng 2%
[6], [7]. Vi vay, trong nghién ctru nay, ching t6i chi
thiét 1ap quy trinh xac dinh cac da hinh CYP2C19*2
va *3 bang kj thuat PCR-RFLP, mdt ky thuat sinh
hoc phan t&r c6 kha nang xac dinh chinh xac cac da
hinh don nucleotide lién quan vi tri nhan biét cla
enzyme cat han ché, gid thanh hop ly. Két qua &
Hinh 1 cho thay cac sdn pham cla phan (ng cat xuat
hién rd rang, phu hop vai kich thudc dy kién cho
xét nghiém xac dinh da hinh CYP2C19*2 va *3. Cac
mau ngau nhién dai dién cho cac kiéu gene *1/*1,
*1/*2, *1/*3, *2/*2, *2/*3 dwoc giai trinh ty Sanger
dé kiém chirng. Trong mau cla ching tdi khong cé
ngudi mang kiéu gene déng hop t&r *3/*3. Pay la
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kiu gene rat hiém gdp & hau hét cac quan thé. Cac
nghién ctru & Viét Nam cla Nguyén Thi Thuy Mau va
Nguyén Hai Ha déu khéng tim thay kiéu gene *3/*3
[12], [7]. Hién nay, chi c6 rat it cdng b6 & Viét Nam cé
phat hién ngudi mang kiéu gene *3/#*3, mbi nghién
cru chi phat hién 1 nguwoi [6], [13], [14]. Hién nay,
giadi trinh tu theo phuwong phap Sanger dugc xem
I tiéu chudn vang trong xac dinh cadc da hinh/dét
bién do thay thé mét cdp nucleotide. K&t qua kiém
chirng & Hinh 2 cho thay cdc mau dai dién cta ching
t6i cd két qua xac dinh da hinh theo phuong phap
PCR-RFLP phu hgp vai giai trinh tu Sanger, chirng té
quy trinh xac dinh da hinh CYP2C19*2 va *3 bang ky
thudt PCR-RFLP cua chung t6i co tinh chinh xac cao.
Ngoaira, viéc thuc hién xac dinh cac da hinh nay trén
mau DNA tach chiét tir mé niém mac da day lay qua
ndi soi d3 duoc sir dung trong chan doan nhiém H.
pylori bang xét nghiém nhanh urease da mang lai loi
ich cho bénh nhan |a khéng can phai 1ay thém mau
mau hoic mau mo khac.

4.2. Ty 1& cac kiéu gene CYP2C19 theo da hinh *2
va *3 & bénh nhan bénh ly da day - ta trang

Trong nghién ctru nay ching t6i khao sat da hinh
CYP2C19%*2 va *3 trén 112 bénh nhan bénh ly da day
ta trang, bao gdm 12 bénh nhan loét da day, 30 bénh
nhan loét ta trang va 70 bénh nhan viém da day.
Khong cd sy chénh léch vé phan bd gidi tinh va cac
nhém tudi (Bang 3).

Cac s phan b cac kiéu gene twong trng tai moi vi
tri da hinh CYP2C19*2 va *3 déu dat can bang Hardy-
Weinberg, chirng té cé sw 6n dinh cla cac kiéu gene
va allele trong quan thé (Bang 4). Biéu d6 phan bd
cac allele dwoc nghién clru ciia gene CYP2C19 & Hinh
3 cho théy allele hoang dai *1 chiém ty |é cao nhét
(67,9%), tiép dén 13 allele *2 chiém 29%, allele *3
chiém ty |8 khd thap, chi 3,1%. Su phan bd tan suat
cac allele nay phu hop véi nhiéu nghién clru trong
khu vire nhu nghién ctru cta Tran Ngoc Luwu Phuong
trén 251 bénh nhan viém loét da day ta trang tai Viét
Nam cé tan sult cdc allele *1, *2 va *3 lan luwot la
65,3%, 28,7% va 6% (p > 0,05) [15]; nghién clru cla
Yang tai Malaysia (n = 142) véi tan sudt cac allele
lan lwot 12 64,4%, 28,9% va 6,7% (p > 0,05) [16]. Tuy
nhién, vn cé mat s& nghién clru c6 sw khac biét nho,
nhw nghién clru cGa Sugimono trén 265 ngudi Nhat
Ban cé tan suat allele *3 cao hon nhiéu so vdi két
qua cla chung toi, 12,8% so vai 3,1% (p < 0,05) [5].

Su phan bd cac ki€u gene phéi hop tai céc vi tri
da hinh *2 va *3 duwoc trinh bay & Bang 5 cho thay
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chiém ty 1& cao nhat 12 ki€u gene ddng hop tir allele
hoang dai *1/*1 (45,5%), twong &ng nhdm chuyén
hod binh thudng. Tiép dén |3 kiéu gene *1/*2
(41,1%) twong (ng chuyén hod trung gian. Cac kiéu
gene con lai chiém ty 1& thap. Sy phan bé cac kiéu
gene trong nghién clru cla chdng téi phu hop vai
cac nghién ctu trong nudc nhu cac nghién ctru cla
Huynh V8 Hoai Thanh, Tran Hoa [17], [14].

K&t qua & Bang 5 cho thay cdc nhém chuyén héa
trung gian va chuyén hod kém chiém ty 18 lan lugt
la 44,7% va 9,8%. Phan bd cla cdc nhdm muic do
chuyé&n hod thuéc khéng cd su khac biét khi khao
sat theo tudi, gidi, cling nhuw bénh ly da day - ta trang
(Bang 6). VAn dé can quan tdm 13 anh huwéng cla
cac kiéu gene dén chuyén hoa thudc, tir d6 cé thé
tadc dong dén hiéu qua diéu tri va tac dung khong
mong mudn. Nhiéu nghién cru cho thay kiéu gene
CYP2C19 twong &ng v&i chuyén hda thap va trung
gian c6 thé lam cham qua trinh dao thai thudc PPIs
(dwoc chuyén hod bdi CYP2C19) dan dén tang hiéu
qud diéu tri viéem loét da day - ta trang, viém thuc
quan, cling nhu tiét trir H. pylori, so v&i kiéu gene
tao hoat tinh protein chuyén héa binh thuwéong [18],
[19]. B6ng thoi, nhitng ngudi cé kiéu gene nay sé bi
phoi nhiém véi ndng dd thudc cao hon, vi vdy néu
diéu tri kéo dai (trén 12 tuan) va da cé hiéu qua trén
l&m sang thi nén xem xét giam liéu 50% [1]. Nghién
clru cta chung t6i con cé han ché 1a chuwa khdo sét
duoc allele *17. Tuy nhién, nhu d3 phan tich & trén,
allele *17 chiém ty | rat thap trong quan thé ngudi
Viét Nam. Trong nhitng nghién clru tiép theo, ching
t6i sé khao sat thém da hinh *17.

5. KET LUAN

Qua nghién cru trén 112 bénh nhan bénh ly da
day - ta trang, chung t6i c6 mét s6 két ludn nhu sau:

5.1. D3 thiét 1ap dwoc quy trinh xac dinh cac da
hinh CYP2C19%2 va *3 bing ki thuat PCR-RFLP, c6
thé &ng dung dé xac dinh cac da hinh & bénh nhan
bénh Iy da day - ta trang l1am co s& diéu tri theo
hudng ca nhan hoa.

5.2. Tan sudt cac allele *1, *2 va *3 cla gene
CYP2C19 lan lugt 1a 67,9%, 29% va 3,1%. Ty |é cac
nhém chuy&n héa binh thuwdng, chuyén hod trung
gian va chuyén hoda kém [an lwot 13 45,5%; 44,7% va
9,8%.

L&i cAm on: D@ tai nay dwoc hd tro kinh phi tir
Quy nghién cru khoa hoc cha Pai hoc Hué, m3 sé dé
tai DHH 2021 - 04 - 149.
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