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ABSTRACT

Cytochrome P450 3A5 (CYP) belongs to the CYP3A cluster, which encode for several enzymes
involved in metabolism of various drugs, endogenous substrates as well as exogenous
compounds. Among the four genes of CY3A cluster, CYP3A5 plays an important role in
pharmacogenetics since this enzyme metabolizes over 30% of the clinically prescribed drugs.
The inter-individual variability in clearance of CYP3A substrates mainly depends on the genetic
factors. In the present study, after collecting peripheral bloods samples from 100 unrelated
healthy Kinh ethnic group in Vietnam, Sanger sequencingwas used in order to determine the
CYP3AS5 variantsresponsible for enzyme activity alteration (*3, *6,*8 and *9). It was shown
that CYP3A5*3 is the most prevalent variant with 67.5%, in which a haft of individuals carrying
*3 were homozygous for thisallele. In contrast, the variants *6, *8 and *9 were not found the
study subjects. The data observed in current study would support dosing of drugs that
metabolized by CYP3A5 and thereby increase treatment outcome.
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TOM TAT

CYP3A5 la mét trong 4 gen thudc cum gen CYP3A ma hda cho cac enzyme tham gia chuyén hoa
nhiéu loai thudc, cac hop chat ndi sinh va cachop chat xenobiotic khac. Trong d6, CYP3AS tham
gia chuyén héa hon 30% thube 1am sang dwoc ké don. Kha nang chuyén hoa thube cia CYP3A5
cling nhu cac gen khéc thuge ho CYP3A phu thude chit yéu vao di truyén. Trong s6 cac bién thé
da biét cia CYP3AS, *3, %6, *8 va *9 1a cac bién thé tao nén protein bi giam hodc khéng c¢6 hoat
tinh. Trong nghién ciru nay chung toi str dung phuong phap giai trinh t tryc tiép dé xac dinh cac
bién thé quan trong ctia gen CYP3A5 bao gdm *3, *6, *8 va *9 trén 100 ngudi Kinh khoe manh.
Két qua cho thay CYP3A5*3 12 bién thé phd bién nhét véi tan sd xuathiénla 67,5%. Nam muoi
phan trdm ca thé mang alen *3 ¢o kiéu gen dong hop tir CYP3A5*3/*3. Khong c6 ca thé nao
dugc xac dinh 1a mang cic bién thé *6, *8 va *9. Dit liéu thu dugc ciia nghién ctru gbp phin
nang cao hiéu qua diéu tri cac bénh ¢6 su dung cac loai thude chuyén hoa boi CYP3AS.

Tir khéa: CYP3AS, bién thé di truyén, chuyén hoa thubc, tacrolimus.

*Pia chi lién hé email: nguyenhaiha@igr.ac.vn

MO DAU

Cytochrome P450 (CYP) la hé théng
chuyén héa sinh hoc quan trong trong co thé
ngudi. Chung gdbm cac enzyme tham gia vao
chuyén hoa cac hop chét xenobiotic (cac loai
thudc va cac hoa chét tir moi trudong) va hop
chat endobiotic (axit béo, steroid, axit mat)
(Lolodi et al., 2017; Rendic, 2002). O ngudi
c6 18 ho gen CYP (Nebert et al., 2013) trong
do CYP1, CYP2 va CYP3 la 3 ho gen linh
hoat nhét, 1am trung gian chuyén hoéa cho
nhiéu hop chét xenobiotic khac nhau (Lewis,
2004; Nebert et al., 2013). Khoang 80% tong
s6 thubc 1am sang dwgc chuyén hoa boi 20
gen thudc 3 ho gen ndy (Zanger & Schwab,
2013), trong d6 phan ho CYP3A tham gia
chuyén hoa, hon 50% tong sb cac loai thudc
thuong dwoc ké don (Burk et al., 2004;
Zanger et al., 2008).
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Ho gen CYP3 chi c6 mdt phan ho CYP3A,
nam trén nhiém sic thé
7021-q22 gdom 4 gen (CYP3A4, CYP3A5,
CYP3A7 va CYP3A43) va 2 gen gia
(CYP3AP1 va CYP3AP2) (Danielson, 2003).
Nhiéu da hinh trén gen CYP3A di dugc ching
minh 13 1am gidm/mét hoat tinh ciia cac
enzyme tuong ung (Dai et al., 2001;
Josephson et al., 2007; Kuehl et al., 2001;
Werk et al., 2014). Do d6, cac chit nén
chuyén hoa phu thudc vao hoat dong chirc
ning ciia CYP3A c6 thé khong duoc chuyén
héa hi¢u qud khi c6 sy hién dién cua mot
trong nhimg da hinh di truyén nay. Nhu vay,
nhirng bénh nhan mang da hinh nay c6 thé gip
phai tac dung dugc 1y qua muc, sc hay tac
dung phu do ndng d6 thudc cao trong co thé
khi khong duge chuyén hoéa hiéu qua. Trén
thuc té, cac nghién ctru da chting minh yéu té
di truyén c6 thé chiém 20-95% sy thay doi
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trong luu lugng va tac dung cta thudc trong
co thé (Ozdemir et al., 2000; Rahmioglu et al.,
2011; Sarasamma et al., 2016). Trong s cac
enzyme thuoc ho CYP3A, CYP3A43 it dong
gop nhit vao qua trinh giai phong thubc ra
khoi co thé vi biéu hién ciia n6 rat thap, hon
nita, hoat déng xuc tac ciing kém hon nhiéu so
véi cac enzyme khéc (Domanski et al., 2001;
Westlind-Johnsson et al.,, 2003). CYP3A7
dugc cho 1a it c6 dong gop cho viéc ,chuyén
héa thude vi né dugce biéu hién & thai nhi, it
khi thay & ngudi truong thanh (Schuetz et al.,
1993; Schuetz et al., 1994; Tateishi et al.,
1999). Hai gen tham gia chuyén héa thudc
nhiéu nhat 1a CYP3A4 va CYP3A5. Pay déu 1a
cac gen c6 nhiéu da hinh va ciing 1a yéu td
chinh quyét dinh tinh dugc Iy hay doc t6 khac
nhau trong phan Gng thudc giita cac ca nhan.
CYP3A5 la gen dau tién gin tdm dong
nhat ctia cum gen CYP3A, gen ndy nam trén
soi lién tuc (minus) cianhidm sic thé 7q22.1
gom 13 exon ma hoéa cho mét protein ning
52,5kDa gém 502 axit amin (Langman et al.,
2016). Véi nhan HEME va phdi tr kim loai
sit, protein CYP3A5 c¢6 hoat tinh
monooxygenase va oxydoreductase c6 vai tro
tham gia cdc qua trinh trao d6i chat steroid,
trao ddi chat xenobiotic va qué trinh di hoa
oxy hoéa thudc. CYP3AS5 biéu hién ¢ nhiéu co
quan trong co thé nhung chu yéu ¢ gan va
rudt non ciia nguoi tredng thanh (Kuehl et al.,
2001). Su biéu hién cua CYP3AS5 va céc
protein CYP khac & gan va dng tiéu hoa duoc
cho 12 nguyén nhan chinh anh huéng dén sinh
chuyén hoa cia cac loai thudc dudng udng.
Biéu hién ciia CYP3AS chiém khoang 10%
dén 30% tong s6 CYP3A ¢ gan (Westlind-
Johnsson et al., 2003). Cac bién thé cua
CYP3A5 c¢6 mit trén tat ca cac ving cta gen
bao gdm 5’upstream, exons, introns va 3’UTR
(Lee et al., 2003) va dugc quy ude tir *1 dén
*10 (hinh 1). Nhungblen thé nay c6 kha nang
anh huong dén sy biéu hién cia mMRNA, mirc
d6 biéu hién va hoat dong x1c tac cua protein
enzyme, nhung hau hét tac dong trén mo hinh
in vivo chua dugc ching minh vi tinh phtc
tap trong hoat dong trao doi chat cua té bao va
co thé. Hau hét cac bién thé da dugc chung

minh vé hau qué ctia n6 trén mé hinh in vitro.
Hang loat cic bién thé méi dang dugc phat
hién va bd sung duoc théng ké tai trang web
https://www.pharmvar.org/gene/CYP3A5.

Nhu da noéi ¢ trén, CYP3A4 va CYP3AS
cing nhau tham gia nhiéu nhat phan ung
chuyen héa thubc trong co thé. Yéu té di
truyén cua cac gen chuyen hoéa 1a mot trong
nhitng yéu td chinh quyét dinh tinh chét cua
cac phan img thudc trong mdi ca nhan. Nhung
xét vé khia canh nay, sy khac nhau gitta cac
da hinh cua CYP3A5 giy ra sy thay doi 16 rét
hon han so véi da hinh ciia CYP3A4. Hau hét
cac bién thé cua CYP3A4 chua dugc chung
minh 16 rang vé chirc ning va ciing khong
phai 1a nguyén nhan chinh dan dén sy thay doi
trong cac phan tng chuyén héa thudc (Lamba
et al., 2002). Trong khi d6 hau hét da hinh cua
CYP3A5 da dugc chirng minh 1a tao ra cac
enzyme khong chirc nang, anh huéngnghiém
trong téi qua trinh chuyén hoéa thudc bai
enzyme nay (Lamba et al., 2012). Trong sb
cac da hinh, CYP3A5*3 1a bién thé quan trong
nhat gdy ra sy suy giam nghiém trong trong
chtic nang cua CYP3AS. Hon nita, trong cac
bién thé cia CYP3A5 day la alen phd bién
nhét trong tt ca cac quan thé dd dugc nghién
ctru (Koch et al., 2002; Xie et al., 2004). Céac
bién thé khac it phd bién hon nhungciing gy
hadu qua suy gidm chirc ndng cua enzyme
CYP3AS5 bao gom *6, *8 va *9. Co thé thay,
v6i kha ning chuyén héa nhiéu loai thude
ctia cic CYP3A thi cac dir lidu di truyén lién
quan toi cac enzyme nay la can thiét. Trong
khi @6 trén thé giéi mai chi c6 mot cong bd
vé da hinh CYP3A5 trén 78 ngudi Kinh
(Veiga et al., 2009). O Viét Nam, cho téi nay
chua c6 cong bd nao vé nghién ciru da hinh
di truyén cua gen CYP3AS5. Su dong gop vé
dir lidu di truyén cua cac CYP3A néi chung
va CYP3A5 noi riéng trong twong lai 1a rat
can thiét trong cong tac quan ly st dung
thudc va diéu tri bénh.

Muc tiéu cia nghién ctru nay nhim bd
sung dit liéu vé da hinh gen CYP3A5 dang con
thiéu ¢ Viét Nam. Budc dau ching toi sir
dung phuong phap giai trinh tu truc tiép dé
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x4c dinh céc bién thé co anh hudng tdi chirc
nangcua CYP3AS da duogc cong bo boi nhieu

nhoém nghién ctu trén thé gidi bao gom cac
bién thé *3, *6, *8 va *9.

*1B
*1C

5 uTR={ 1 | nn nn s{oM 0111213 3ur

*8 *3 *5 *4
A6986G *6

1

*9 2 *10 *1D
yi s

Hinh 1. Phan bd cua cac bién thé trén gen CYP3A5 (*1-*10) (Lamba et al., 2002)

VAT LIEU VA PHUONG PHAP NGHIEN
cUU

Mot trim mau mau ngudi Kinh khoe
manh (46 nam, 54 nit) dugc Bénh vién Dai
hoc Y Ha Noi cung cép, duoc st dung dé tach
DNA dung cho cac budc phén tich di truyén.
Muc dich st dung mau trong nghién ciru di
duoc giai thich v&i cac d6i tuong nghién ctru
trude khi tién hanh ldy miu. Théng tin cia
ngudi hién ting dugce bao mat, mdi ong chira
mau mau ciia mdi ngudi riéng biét va duoc
mi hoa. Toan bd mau mau dugc bao quan
lanh ngay sau khi lay va trong sudt qua trinh
van chuyén truéc khi tién hanh cac thao tac
phan tich tiép theo, dam bao toan bo mau hién
tang khong bi bién d6i. Nghién ciru nay da
thong qua Hoi dong Y dic cua Vién Nghién
ctru hé gen, Vién Han 1am Khoa hoc va Cong
nghé Viét Nam.

Tach chiét DNA tong s6 tir mau

DNA tong so dugc tach chiét tir méau
ngoai vi sut dung Exgene™ Blood SV mini
Kit (GenAll, Han Qudc). Sau d6, DNA tong
s6 dugc kiém tra bang dién di trén Agrose
0.8% va néong d6 DNA dugc danh gia bang
Qubit dsDNA HS Assay Kit (Life
Technologis, USA). DNA téng sb duge luu &
(-)20°C phuc vu cho cac thinghiém tiép theo.

Thiét ké moi dic hi¢u va PCR khuéch dai
vlng gen quan tam

Céc cip moi dic hiéu dung trong nghién
ctru duge thiét ké bang phan mém Primer 3
(v.0.4.0) dya trén trinh ty gen tham chiéu cua
CYP3AS5. Cac dac trung va tinh ddc hiéu ctua
mdi cap mdi duoc kiém tra bang cac cong cu
IDT OligoAnalyzer Tool va In silico PCR
amplification. Cac méi duoc tonghop va cung
cap boi cong ty Sinh hoéa Phu Sa-Can Tho.
Trinh ty cac cdp moi dugc liét ké trongbang 1.

Bang 1. Trinh ty moi dugc st dung dé khuéch dai dic hiéu cac vung gen CYP3A5

Bién thé Trinh ty moi (5°-3”) Size (bp) | Ta (°C)
. F: CTTGCAGCATTTAGTCCTTGTGAG
CYP3AS™3 R: CTGATCACGTCGGGATCTGTGA 503 59
F: AGGTGAGTCTAACTCAGCTTG #
*
CYP3AS™6 R: GACAGCTAAAGTGGTGAGGG # o78 58
F: CTTGACCATTCCAGTTCCTGA #
*
CYP3AS™8 R: CTACAGGCATGGGCTACCATA # 476 5
F: AGGATCATTCAAGGCACACAC #
*
CYP3AS™9 R: ATG CTT CTGCCAGTAGCAAC 680 >8
F: Forward Primer-Mbi xuoi R: Reverse Primer-Mdi nguogc
Size: Kich thudc doan DNA dac hiéu dugc nhan ban
Ta: Nhiét 40 gén mdi
#: Trinh ty mdi dugc tham khao tir nghién ciru ciia (Xie et al., 2004)
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Phén ung PCR dugc thuc hién véi téng
thé tich cudi cung ctia mdi phan ung 1a 25 pl
bao gdom: 10 ng DNA tong s6, 1,2 pl mdi moi
(10 pmole/ ul), 12,5 ul Taq 2X Mastermix
(New England Biolab, USA), 1 ul DMSO, 7,9
pl nudc khur ion (Life Technologies, USA).
Chu trinh nhiét: 95°C/5 min, 40 chu ky
(95°C/155-56-59°C/15s-68°C/30s), 8°C/5min,
4°C/o0. San pham ciia phan ung duoc kiém tra
bang dién di trén gel Agrose 1%. San pham
PCR sau d6 duoc tinh sach béng E.Z.N.A.
Cycle Pure Kit va bao quan ¢ (-)20°C.

Giai trinh tu Sanger

San phém PCR da tinh sach duoc thuc
hién phan tng cycle sequencing véi BigDye
V3.1 (Applied Biosystems) theo 2 chiéu xudi
va nguoc. Chu trinh nhiét nhu sau: 96°C/1
min, 25 chu ky (96°C/10s, (-)50°C/5s,
(-)60°C/4min), 4°C/wo. San pham nay sau do
duoc tinh sach véi ethanol, bién tinh trong
HiDi formamide (Thermo Scientific, USA) ¢
95°C trong 2 phut trudc khi lam lanh nhanh
trén da. DPién di mao quan dugc thyc hién
trén may gidi trinh tu 3500 (Applied
Biosystems, USA).

Phén tich két qua va xir Iy dir liéu

Trinh ty nucleotide tham chiéu cua gen
CYP3A5 (doan trinh ty nucleotide tur
99680026-99648189) dugc lay tir co so dit

liéu nucleotide cia NCBI mang sd hiéu
NG_007938. Cac trinh tu nucleotide ctia mau

so sanh v&i trinh ty tham chiéu bang phan
mém BioEdit dé xac dinh nucleotide tai vi tri
guan tam.

Céc thuat toan thong ké duoc thuc hién
trén Microsoft Excel 2010. Pinh luat can bang
Hardy-Weinberg dugc ap dung dé danh gia
tan s6 kiéu gen cua quan thé. Tiéu chuén chi
binh phwong (x?) dugc ap dung dé so sanh tan
s6 alen trong nghién ctru nay véi cac quan thé
dugc cong bd khac va dé danh gia trang thai
can bang ctia quan thé so véi dinh luat Hardy-
Weinberg. Phan bd chuan tic dugc dung dé
udc lugng khoang tin cdy cho ty 1¢ cac alen.
Tét ca cac phép xac suat théng ké dung trong
nghién ctru déu duoc tién hanh véi do tin cay
95% (95% ClI).

KET QUA VA THAO LUAN
Két qua tach chiét DNA téng sb

Dé chuan bj cho phén tich di truyén, cac
mau mau dugc tach chiét DNA tong sb s
dung Exgene™ Blood SV mini Kit. Sau khi
tach chiét, DNA téng $b duoc kiém tra bﬁng
dién di trén gel Agrose 0,8% (hinh 2). Két
qua dién di cho thay cac bing dién di sang va
gon, thé hién DNA tong sb dam bao do tinh
sach va khong bi dut giy, du chat luong dé
tién hanh cac phan tich tiép theo. Nong do
DNA tach chiét dd duoc do cho thiy ham
lugng DNA cic mau nam trong khoang 20—
110 ng/ul.

Hinh 2. Dién di do san pham tach chiét DNA tong s6
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Két qua PCR dic hiéu va giai trinh tyw cac
vung gen CYP3A5

Chtng t6i da tién hanh phan tmg PCR dé
khuéch dai dic hiéu cac vung gen CYP3A5
mang cac bién thé *3, *6, *8 va *9 trén tat ca
100 miu nghién ctru. San phiam PCR dugc
kiém tra bang dién di trén gel Agrose 1%.
Hinh anh dién di cho thay chung toi da
khuéch dai thanh cong trinh ty ddc hiéu cho

tt ca cac mau, kich thudc bang dién di phu
hop vai tinh toan Iy thuyét (hinh 3). Sén pham
PCR sau d6 dugc tinh sach dé st dung cho
cac phan tng giai trinh ty tiép theo. Chung toi
da giai trinh ty thanh cong cac viung gen
CYP3A5 chira cac bién thé *3, *6, *8 va *9
trén 100 mau ngudi Kinh. T4t ca cac doan gen
nay déu duoc giai trinh ty trén ca 2 chidu xudi
va nguoc dé xac dinh chinh xac cac bién thé
guan tam.

500 bp -

Hinh 3. Dién di d6 san phdm PCR khuéch dai ddc hiéu cac viing gen CYP3A5, M: Thang DNA
chuan. 1-8: San pham PCR CYP3A5*3 (a), *6 (b), *8(c) va *9 (d) cAc mau

Két qua tong hop tin sd alen va tan so6 kiéu
gen CYP3A5
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CYP3A5*3 (*1/*3 va *3/*3, n=90) trong khi
d6 chi 10% (n=10) s6 ngudi mang kiéu gen
ddng hop tir kiéu dai CYP3A5*1/*1. Trong sb
nhirng nguoi mang alen *3, 50% co6 kiéu gen
di hop twr v6i alen kiéu dai (n=45/90). Theo d6
tan s6 alen kiéu dai CYP3A5*1 dugc xac dinh
la 32,5% con tan sé bién thé alen CYP3A5*3
(6986A>G) la 67,5%; khoang tin cady 95% cho

tan s6 alen *3 13 61-74%. Véi tan sé kiéu
gen/alen nhu vay, quan thé nghién ctru x4p xi
dat trang thai cin bang Hardy-Weinberg
(x2=0,0331; p=0,9677). Trong 100 mau
nghién ctru, khong co mau nao duoc xac dinh
1a mang céc bién thé con lai bao gom *6, *8
va *9. Két qua duoc hién thi trongbang 2.

Bdng 2. Tan s6 alen CYP3A5*3 va kiéu gen trén ngudi Kinh Viét Nam

Kiéu gen (n = 100) Alen (na= 200)

Tan s X1 *1/%3

*3/*3 *1 *3

Nghién clru nay 10 (10%) | 45 (45%)

45 (45%) | 65 (32,5%) | 135 (67,5%)

Hardy-Weinberg | 10,56% | 43,88%

45,56%

1?=0,0331; p=0,9677

So sanh tin s6 alen CYP3A5*3 ¢ ngudi
Kinh véi cac quén thé khac trén thé gigi
Khi so sanh v6i cac quan thé khac trén thé
gi6i, tan sd bién thé CYP3A5*3 ¢ quan thé
nguoi Kinh trong nghién ctru cua Chung toi
(67, 5%) thap hon so vdi cac quan thé ngudi
da tring (92%; y2 = 148,9845; p<0,0001) va
cao hon so voi cac quan thé ngudi da den
(19%; x2 = 238,9066, p<0,0001). Trong khu
vuc chau A, ty 1¢ nay khong khac biét nhiéu
v6i tan sb alen CYP3A5*3 trung binh cia
nguoi Nam A (65%; 2 = 0,3932; p=0,6318)
va Pong A (72%; y? = 1,6830; p=0,3486)
nhung lai thdp hon 16 rét so v6i khu vuc Tay
A (90,5%; y2=64,1111; p<0.0001) va ngudi da
tring (92%; y2=148,9845 ; p<0,0001) (bang
3). Ti 1¢ CYP3A5*3 trong nghién ciru nay
cling khong khac biét nhiéu so v6i trung binh
cia cac qudc gia Pong Nam A (64%,
¥?=0,7266; p=0,4969). Két qua trén hoan toan
pht hop voi mot nghién ctru trude d6 cong bd
vé tan s6 CYP3A5*3 trén nguoi Viét Nam cua
(Veiga et al.,, 2009) (66,67%; %2=0,0264;
p=0,8588) (bang 3). Su khac biét trong phéan
bd cua bién thé CYP3AS5*3 giita cac ving
khac nhau & chau A va trén thé gi6i c6 thé
dugc giai thich bang nguyén nhan lich str. Thi
du nhu Thé Nhi Ky 1a qudc gia c¢6 lanh thod
nam ca & chau Au va Tay A, co duong bién
gidi voi Hy Lap va Bungari. Iran cling 1a mot
nude da sic toc, tung trai qua cac cudc tan

cong va chiém déng cua dé quéc Nga va Anh
trong lich st, do do, dan sb6 cta ho co thé
mang bd gen véi nhiéu ngudn gdc chung toc
khac nhau. Bén canh d6, ap luc chon loc khac
nhau ¢ mdi khu vuc dia 1y 1én mdi bién thé di
truyén ciing c6 théla nguyén nhéan dan t&i su
da dang trong phan bd cia cac bién thé nay.
Trong lam sang, tacrolimus la mdt loai
thuéc e ché h¢ mién dich, c6 chi sd tri liéu
hep (narrow therapeutic index-NTI), thudc
nay hién nay dang dugc st dung rong rai cho
cac bénh nhan sau ghép tang (thén, tim) va
ghép té bao gbc mau. Trong gan, tacrolimus
dugc chuyén héa boi CYP3A4 va CYP3AS.
Trong diéu tri, viéc quyét dinh liu tacrolimus
kha phtc tap boi sy khac biét vé duge dong
hoc giita cac bénh nhén co thé dan téi cac
truong hop: liéu diéu tri thip dan téi tang
ghép bi loai thai, liéu diéu tri cao qua murc dan
téinguy co ngd doc thude (cao huyét ap, ngd
doc than kinh, ngd doc than, ting duong
mau). T chirc ing dung di truyén dugc hoc
trong lam sang (Clinical Pharmacogenetics
Implementation Consortium-CPIC) d& c¢o
nhitng huéng dan cin ban trong viéc st dung
loai thubc nay ddi véi ting kiéu hinh chuyén
héa thude & cac c4 nhan. Trong d6, bénh nhan
mang kiéu gen CYP3A5*1/*1 (chuyén hoa
thudc binh thudong) va CYP3A5*1/*3 (chuyén
hoa thudc trung binh) cin st dung lidu
tacrolimus cao hon 1,5-2 lan so véi liéu
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chuén. Trongkhi d6 cac bénh nhan mangkiéu
gen CYP3A5*3/*3 (chuyén hoa thudc yéu) co
thé sir dung liéu tacrolimus theo nhu khuyén
cao thong thuong (Birdwell et al., 2015). Voi
50% sb ca thénghién ctru mangbién thé *3 ¢6

kiéu gen di hgp tir CYP3A5*1/*3, nghién ciru
nay cho thdy tam quan trong cia viéc khai
thac thong tin da hinh gen nham dua ra liéu
phép st dung thudc hiéu qua déi voi ting
bénh nhan.

Bdng 3. So sanh tan s6 cac alen ciia CYP3A5*3 trén thé gidi

Khu vuc n Tansd *3 |  95%CI Tham khao
VietNam-Nehiénelu | 150 | 67505 | 61-74%
ctiia chung toi
Trung Qudc 451 70% 67-73% | (Liu et al., 2005)
Pong A Nhit Bép 265 74% 70-78% | (Hiratsuka et al., 2002)
Han Qudc 104 74% 68-80% | (Lim et al., 2014)
Tong 820 72% 70-74%
x?=1,6830; p=0,3486
An Do 544 64% 61-66% | (Krishnakumaretal., 2012)
Nam A Nepan 200 70% 66-74% | (Hassan etal., 2013)
Tong 744 65% 63—68%
¥?=0,3932; p=0,6318
Théi Lan 150 65% 60-70% | (Veerakikosol et al., 2016)
Pong Nam Malaysia 101 61% 55-68% | (Ankathilet al., 2014)
A Campuchia 124 64,5% 59-70% | (Hodel et al., 2013)
Viét Nam 72 67% 59-74% | (Veiga et al., 2009)
Tong 447 64% 61-67%
v?=0,7266; p=0,4969
Tho NhiKy 115 92% 88-95% | (Kayilioglu et al., 2017)
Tay A Iran 112 83% 78-88% | (Azarpira et al., 2010)
Iraq 100 98% 96-100% | (Hamzah et al., 2018)
Tong 327 90,5% 88-93%
v?=64,1111; p<0,0001
My-Phi 146 271% 22-33% | (Bhatnagar et al., 2009)
Nigeria 179 16% 12-20% | (Adehin etal., 2016)
Da den Gambian 288 21% 18-24% | (Wojnowski et al., 2004)
Nam Phi 320 14,5% 12-17% | (Dandara et al., 2005)
Tong 933 19% 17-21%
¥?=238,9066; p<0,0001
My 834 91% 90-93% | (Plummeret al., 2003)
Da trf Au 1210 93% 92-94% | (Dally et al., 2004)
a trang ] 3779 ;
Téng 2044 (929%) 92-93%
+2=48,9845; p < 0,0001
n: Tong s6 mau nghién ctru.
95%ClI: Khoang tin cay 95% cho ty 1¢ alen *3.
Cac phép thong ké kiém dinh chi binh phuong (x?) duoc thuc hién dé so sanh
giita cac quan thé voi quan thén guoiKinh Viét Nam trong nghién ciru nay.
Do tin cdy clia cac phép thongké déu 13 95%.
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6986A>G

(c)

Hinh 4. Két qué gidi trinh ty Sanger cua CYP3A5*3, (a) Pdng hop tir kiu dai CYP3A5 *1/*1
(AA), (b) Di hop tir CYP3A5 *1/¥3 (AG), (c) Dong hop tir dot bién CYP3A5 *3/*3 (GG)

KET LUAN

~ Nghién ctru nay da xac dinh duogc ,tﬁn sé
kieu gen va tan soO alen cua cac bién thé
CYP3A5*3 la 67.5% trén 100 nguoi Kinh.
Alen CYP3A5*3 1a bién thé phd bién nhét
trong khi d6 cac bién thé *6, *8 va *9 khéong
duoc tim thay trong nghién cuu nay. Két qua
nay cho thidy nén tién hanh sang loc
CYP3A5*3 trén bénh nhan trudc khi sir dung

cac loai thudc duoc chuyén hoa boi enzyme
nay. Su ton tai cia cic bién thé giy anh
hudngtéichte nangcia CYP3AS nhu *6, *8
va *9 can dugc lam rd thém trong cic nghién
ctru xa hon. Nghién ctru cuia chung toi ritco y
nghia trong viéc cung cap dir li¢u vé da hinh
di truyén caa CYP3A5, ho trg lam giam thiéu
nguy co gap phai cac phan Gng c6 hai cia
thudc va tur dé cac bac si c6 phuong an sir
dung thudc hiéu qua dbi véi mdi bénh nhan.
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Loi cdm on: Cong trinh nay dwgc thyc hién
v6i su hd tro kinh phi ciia Quy phat trién
Khoa hoc va Coéng nghé Qubc gia
(NAFOSTED) cho TS. Nguyén Hai Ha véi
mi s6 106-YS.02-2014.30
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