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TOM TAT: Nghién ctru mé ta cét ngang cé phan tich, so sanh 57 m&u mau ngoai vi bénh nhan sau
ghép than st dgng cho tach DNA xac dinh da hinh di truyén CYP3AS, tai Khoa Théan, lpc mau, Bénh vién
Quén y 103. Két qua:

- Xac dinh da hinh gen CYP3AS5: Bénh nhan mang kiéu gen hoang dai CYP3A5*1/*1 la 3,5%, kiéu gen
di hop CYP3A5*1/*3 la 45,6% va kiéu gen dot bién CYP3A5*3/*3 Ia 50,9%.

- Phéan tich sw lién quan giira Igié’u gen CYP3A5 va néng do Tacrolimus: Bénh nhan mang kié;,u gen
CYP3A5*1*1 + CYP3A5*1*3 ¢ nong do day cua Tacrolimus thap hon so voi bénh nhédn mang kieu gen
dot bién CYP3A5*3*3 tai thoi diem tuan 1, thang 1 va thang 3 (7,85 + 3,16 so voi 10,38 + 3,16, 7,30 £ 3,38
sovoi 11,74 + 5,10 va 7,14 £ 3,46 so voi 9,73 £ 2,61, p < 0,001). Bénh nhan mang kiéu gen CYP3A5*1*1
+ CYP3A5*1*3 ¢c6 ti S0 gitra nbng do day va liéu thap hon so v&i bénh nhan mang kiéu gen dét bién
CYP3A5*3*3 tai thoi diém tuan 1, thang 1 va thang 3.

T khéa: CYP3AS5, Tacrolimus, ghép than

ABSTRACT: Cross-sectional descriptive study with analysis, comparing 57 peripheral blood samples of
patients after kidney transplant used for DNA separation determined with CYP3AS genetic polymorphism,
at the Department of Kidney and Haemodialysis, Military hospital 103. Result:

- Determination of CYP3A5 genetic polymorphism: Patients with wild genotype CYP3AS5 *1/* 1 was
3.5%, heterozygous genotype CYP3A5 *1/* 3 was 45.6% and mutant genotype CYP3A5 *3/* 3was 50.9%.

- Analysis of relationship between CYP3Ab genotype and Tacrolimus concentration: Patients with the
CYP3A5 *1*1 + CYP3A5 *1* 3 genotypes had trough concentrations of Tacrolimus lower than patients with
the mutant genotype CYP3A5 *3* 3 at the moment of week 1, month 1 and month 3 (7.85 + 3.16 vs 10.38
+3.16; 7.30 + 3.38vs 11.74 £ 5.10and 7,14 £ 3.46 vs. 9.73 £ 2.61; p < 0.001). Patients with the CYP3A5
*1*1 + CYP3A5 *1*3 genotypes had the ratio of trough concentrations and dose lower than patients with
the mutant genotype CYP3A5 *3*3 at the moment of week 1, month 1, and month 3.
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1. DAT VAN DBE.
Hién nay, ghép than la phwong phap diéu tri

trung tdm ghép tang & chau Au, Hoa Ky, hay Viét
Nam. Mét diém dac treng clia Tacrolimus la co

thay thé hiéu qua nhat cho bénh nhan (BN) suy
than giai doan cudi. Két qué ghép than ngay cang
dwoc cai thién, gilp nang cao chat lwong cudc
sbng ngudi bénh. Dac biét gan day, sw ra doi cla
céac thubc (e ché mién dich méi da lam giam dang
ké ti 1& thai than ghép. Tuy nhién, van c6 mot ti lé
dang ké BN xuét hién réi loan chirc nang than tién
trién theo thai gian, thai ghép man tinh va tham chi
mat moé ghép.

Tacrolimus hién l1a lwa chon dau tién trong phac
dd chuén diéu tri trc ché mién dich & hau hét cac
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khoang diéu tri hep, sy bién thién I&n vé dwoc
doéng hoc cling nhw dap (ng diéu tri trong ciing mot
ca thé va gilra cac ca thé [1, 2]. Do dé, viéc theo
ddi ndbng do thubc diéu tri 1a yéu ciu bét budc trong
qua trinh sr dung Tacrolimus & BN ghép than.

Céc khuyén céo gan day théng nhét duy tri ndng
d6 day ctia Tacrolimus (C trough, C0) & khoang twr
5-15 ng/ml dé& bao d&m ndng dd dich t6i wu trong diéu
tri chdng thai ghép, gidm thiéu ddc tinh cta thubc,
cling nhw tranh cac nhiém tring co’ héi mac phai khi
BN st dung Tacrolimus néng dd qué cao [3].
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Ngay nay, ki thuat xét nghiém phan tich
dwoc di truyén khéng chi phat hién cac da hinh
nucleotide don (single nucleotide polymorphisms
- SNPs), ma toan bd trinh tw gen da cé thé duoc
xac dinh & nhidu trung tam gidi ma gen trén
thé gi¢i. Cuc quan |i thwc phdm va dwgc pham
Hoa Ky (Food and Drug Administration - FDA)
da dwa thong tin dwoc di truyén vao nhan san
phdm cda hon 150 loai thuéc dwoc phé duyét
gan day, hwdng dan cac bac silam sang thuan
tién trong viéc dwa ra phac db va lidu diéu tri phu
hop. Mot s6 nghién ctvu da chi ra: ndng dé thudc
Tacrolimus trong mau bi &nh hwdng b&i da hinh
di truyén ctia CYP3A4, CYP3A5 va ABCB1, trong
do6, diém da hinh di truyén cia CYP3A5 duoc
tap trung nghién cu nhiéu nhat. Anh hwéng
cta kiéu gen CYP3AS5 tai diém da hinh G6986A
(rs776746) da dwoc nghién ctvu cha yéu & BN
diéu tri Tacrolimus liéu lwong chuén st dung 2
lAn/ngay. D liéu gan day ciing cho thay, kiéu
gen CYP3AS5 cé tac dong twong tw dbi véi lidu
chuén khi s dung 1 1an/ngay [4, 5, 6].

Tai Viét Nam, cac coéng trinh nghién ctru vé
dac diém dwoc di truyén cta Tacrolimus & BN
ghép than hién con han ché. Chang t6i thuc hién
dé tai nay nham xéac dinh ti 1& phan bd kiéu gen
CYP3A5 & BN ghép than; phan tich sy lién quan
gitra kiéu gen CYP3AS5 v&i ndng dé Tacrolimus &
BN ghép than.

2.D0I TUONG VA PHUONG PHAP NGHIEN CUU.

2.1. Béi twong nghién ciru:

57 mau mau ngoai vi clia 57 BN sau ghép than
tai Khoa Than, loc mau, Bénh vién Quan y 103,
duwoc str dung cho tach DNA xac dinh da hinh di
truyén CYP3A5.

2.2. Phuwong phap nghién ctru:

- Thiét k& nghién ctru: mé ta cat ngang cé phan
tich so sanh.

- Cac ki thuat s dung:

+ Tach chiét va tinh sach DNA tdng s6: DNA
dwoc tach chiét tir t& bao mau ngoai vi ctia BN du
cho cac phan &ng PCR slr dung bd kit cia QIA
amp DNA Blood Kit (Qiagen). Néng d6 DNA duoc
do bang may Nano Drop 2000 spectrophotometer
(Thermo Scientific, Hoa Ky), cac mau DNA dwoc
b&o quan & - 20°C cho dén khi st¢ dung cho phan
trng PCR.

+ KT thuat khuéch dai doan gen cé chra diém
da hinh rs776746 G/A. Cap médi st dung cho phan
trng PCR va giai trinh tw gen dwoc dat téng hop
b&i hang IDT (Hoa Ky)
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+ Ki thuat st dung phan (ng cat enzyme gidi
han: s& dung enzyme Sspl dé cat san pham PCR.

+ KT thuat giai trinh tw gen: san phadm nhan gen
dwore tinh sach béng kit Gene JET PCR Purification
Kit (Thermo Fisher, Hoa Ky), giai trinh tw tryc tiép
trén hé thdng Beckman Cloulter CEQ 2000.

+ Dinh lwgng ndng dd Tacrolimus trén hé thdng
UPLC/MS/MS.

- X i s6 liéu: nhap sbé lieu bang phan mém
Excel 2013; phan tich, théng k& bang phan mém
SPSS 20.0 véi cac thuat toan thdng ké x2 cho
bién phan loai, T student va Mann-Whithney cho
bién dinh lwong; p < 0,05 dwoc xem la ¢é y nghia
théng ké.

3. KET QUA NGHIEN cUu.

3.1. Bic diém chung ciia nhém nghién ciru:

Bang 1. Dac diém chung ctia BN nghién ctru.

Dac diém S6 BN Tile %
Gisi tinh Nam 39 BN (68,4%)
N 18 BN (31,6%)
Tubi ( £ SD) 38,70 + 10,25
HLA ( +SD) 3,63 +1,42
Cretinin TO (umol/ml) 98,32 + 22,13
Nhiém BK virus (%) 37 BN 64,9%
log BK viremia ( £ SD) 3,56 +1,12
log BK viruria ( £ SD) 4,83 £ 2,65

Do tudi trung binh ctia BN 1a 38,70 + 10,25 tudi.
Ti 1& BN nam chiém 68,4%, ntr chiém 31,6%.

Cac chi sb xét nghiém gém: diém hoa hop HLA
trung binh la 3,53 + 1,42 diém; ndng do creatinine
thang dau sau ghép (T0) Ia 98,32 + 22,13 pymol/ml;
ti 1& nhiém BK virus dwo'c quan sat 12 64,91%, trong
dé tai lwong BK virus trong mau va trong nuwéc tiéu
lan lwot la 3,56 + 1,12 va 4,83 + 2,65.

3.2. Xac dinh da hinh gen CYP3A5 & BN
ghép than:

Khi tién hanh xac dinh kiéu gen bang phwong
phap PCR-RFLP, két qua cho thdy BN mang kiéu
gen hoang dai CYP3A5*1/*1 1a 2/57 (3,5%), kiéu
gen di hop CYP3A5*1/*3 |a 26/57 (45,6%) va kiéu
gen dot bién CYP3A5*3/*3 |4 29/57 (50,9%).

DPé khang dinh s chinh xac cia phwong phap
PCR-RFLP xac dinh kiéu gen CYP3A5, chung toi
tién hanh giai trinh tw so sanh két qua quan sat
s phu hop 100% gitra hai phwong phap (két qua
dwoec minh hoa & hinh 1 va 2).
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Phan bd kiéu gen CYP3AS

= CYP3A5"1/"1
= CYP3AS*1/*3

B CYP3AS*3/*3

Hinh 2. Phén bé kiéu gen CYP3A5
& BN ghép than.

Hinh 1. Hinh &nh dién di phan biét kiéu gen
CYP3A5 béng enzyme cét gidi han Sspl.
3.3. Phan tich méi lién quan giira kiéu gen CYP3AS5 véi cac dic diém chung cua BN ghép than:

Bang 2. So sanh d&c diém chung cta BN gitra hai nhém mang kiéu gen CYP3A5*1*1 + CYP3A5*1*3
voi CYP3A5*3*3.

Thong sb CYP3A5*1*1 + CYP3A5*1*3 CYP3A5*3*3 b
o Nam 18 (31,58%) 21 (36,84%)
Gii tinh 0,167
1ottin NG 10 (17,54%) 8 (14,04%)
Tudi (+ SD) 38,32 + 10,36 39,07 + 10,31 0,786
Cretinin To (+ SD) 96,76 + 18,15 99,83 + 25,64 0,678
Cretinin T1 (x SD) 98,33 £ 19,52 107,32 £ 32,18 0,355
Nhiém BK virus 19 (33,33%) 18 (31,57%) 0,647
log BK viremia (+ SD) 3,30£0,95 3,71 £1,21 0,374
log BK viruria (x SD) 4,86 +2,49 4,80 +2,89 0,939
. | 9 (47,37%) 7 (36,84%)
K BKV 1
eu gen Y, 2 (10,53%) 1(5,26%)

D& xac dinh vai tro cda kiéu gen CYP3A5 vai cac dac diém chung clia BN, chung t6i phan tich, so sanh
cac chi s cla hai nhom BN mang kiéu gen hoang dai va di ho'p véi nhém BN mang kiéu gen dot bien. Ket
qua phan tich cho thay, khac biét khong cé y nghia thong ké gitra hai nhém lién quan dén tudi, gidi tinh,

ndng dd creatinine va dac diém cta nhiém BK virus.
3.4. Phan tich sw lién quan giira kiéu gen CYP3A5 va néng dé Tacrolimus:
Bang 3. Sv lién quan gitra kiéu gen CYP3A5 va néng d6 Tacrolimus.

Théng sb Cgfgggl;l; CYP3A5*3*3 p
Tacrolimus Co (ng/ml) 7,85+ 3,16 10,38 £ 3,16 0,001
Tacrolimus C1 (ng/ml) 7,30 £ 3,38 11,74 £ 5,10 < 0,001
Tacrolimus C3 (ng/ml) 7,14 + 3,46 9,73 +2,61 < 0,001
Tacrolimus C6 (ng/ml) 7,68 £4,40 8,13 +2,68 0,133
Tacrolimus Ctb (ng/ml) 5,99 + 2,63 7,99 + 1,96 < 0,001
Co/D 412 £2,06 5,44 £1,79 0,001
C1/D 3,82+214 6,16 £ 2,75 < 0,001
C3/D 3,77 £2,39 5,09 +1,48 < 0,001
C6/D 4,04 £2,72 4,27 £ 1,55 0,131
Ctb/D 3,94 £2,20 5,24 +1,44 < 0,001

. <6 (ng/ml) 9 (15,79%) 2 (3,5%)
Nong dé
thube 6-12 (ng/ml) 17 (29,8%) 18 (31,6%) 0,012
> 12 (ng/ml) 2 (3,5%) 9 (15,8%)
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Phan tich sw lién quan gira kiéu gen CYP3A5
va n6ng dd Tacrolimus trén BN ghép than tai cac
thdi diém khac nhau gitra nhém mang kiéu gen
hoang dai két hop kiéu gen di hop t& v&i nhém
mang kiéu gen dot bién, két qua cho thay s lién
quan cé y nghia théng k&. BN mang kiéu gen
CYP3A5*1*1 + CYP3A5*1*3 cé néng do day cua
Tacrolimus thap hon so véi BN mang kiéu gen dot
bién CYP3A5*3*3 tai thoi diém tudn 1, thang 1
va thang 3 (7,85 + 3,16 so vé&i 10,38 £ 3,16; 7,30
+ 3,38 so v&i 11,74 £ 5,10 va 7,14 + 3,46 so vOi
9,73 +2,61; p <0,001). So sanh vé ti s gira ndng
do day/liéu ciing thdy, nhém BN mang kiéu gen
CYP3A5*1*1 + CYP3A5*1*3 thi c6 ti sb néng dé
day/liéu thap hon so v&i nhém BN mang kiéu gen
dot bién CYP3A5*3*3 tai thoi diém tuan 1, thang 1
va thang 3.

4. BAN LUAN.

Véan dé& quan trong la sau khi BN ghép than,
phai dung céac thuéc rc ché mién dich dai ngay
dé chéng thai ghép va duy tri chirc ndng mé
ghép, dan dén tiém an nguy co mac phai cac
nhiém trung co hdi hodc ddc tinh cda thube khi
s dung liéu qua cao. Vi vay, sw can bang gitra
nong do dich diéu tri; yéu cau tranh nguy co
nhiém trung va doc tinh déng vai trd quan trong
trong theo ddi, quan li BN sau ghép than. Mot s
nghién cru da chirng minh, trong thwc hanh 1am
sang, khi tdng gap d6i liéu Tacrolimus khéi dau
& nhivng BN biéu hién CYP3AS5, c6 thé giup dat
dwoc ndng do dich didu tri téi wu d& dw phong
thai ghép va tranh doc tinh cta thudc khi s dung
lidu qua cao [7].

Trong nghién ctru nay, chung t6i ng dung
phwong phap PCR-RFLP dé& xac dinh kiéu gen
CYP3A5 & BN ghép than. Phuwong phap nay co
nhiéu wu diém, nhw don gian, chinh xac, khéng
can phai diu tw cac trang thiét bi hién dai va sinh
ph&m, héa chét dat tién nhw realtime PCR hay giai
trinh tw gen. Két qua so sanh v&i phwong phap giai
trinh tw gen cho thay suw phu hop 100% gitra hai
phwong phap. Két qua khao sat cho thay ti Ié BN
mang kiéu gen cla CYP3A5 ciing twong tw nhw
cac bao cao gan day & cac nuwoc trong khu vuc
DPéng A va bong Nam A [8].

Di sau phan tich vai trd cla kiéu gen CYP3A5
déi v&i cac chi sé xét nghiém clia BN ghép than,
khong thay sw khac biét cé y nghia théng ké lién
quan dén tudi, gi&i tinh, HLA, ndng dd creatinine,
dac diém nhiém BK virus. Tuy nhién, co sy lién
quan rd rét véi ndng dd day cha Tacrolimus va ti
s ndng do6 day/liéu ctia Tacrolimus gitra nhém BN
mang kiéu gen CYP3A5*1/*1 va CYP3A5*1/*3 so
véi nhém BN mang kiéu gen CYP3A5*3/*3 tai cac
thoi diém trong tudn 1, thang 1 va thang the 3.
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Két qua nay twong tw bao céo gan day khi phan
tich sy lién quan gitva da hinh di truyén CYP3A5
va nbéng do Tacrolimus trén 41 BN ghép than &
Myanmar [8]. Diéu nay cho thay, BN mang kiéu gen
dot bién chuyén hoéa Tacrolimus cham hon so voi
BN mang kiéu gen hoang dai va kiéu gen di hop.
Nhw vay, néu cac BN déu duoc cho lidu lwong
Tacrolimus nhw nhau & cac thoi diém trong véong
3 thang dau sau ghép, thi nhitng BN mang kiéu
gen dot bién CYP3A5*3/*3 s& co nguy co dan dén
tén thwong than ghép do doc tinh cta thuéc & liéu
qua cao cling nhw tiém an nguy co tang cac nhiém
tring co hoi méc phai (nhw nhiém CM virus va BK
virus da dwoc bao cao). Do d6, dé tdi wu hda lidu
lwgng Tacrolimus diéu tri BN ghép than, bén canh
viéc theo ddi néng d6 thubc thwdng quy thi viéc
xac dinh kiéu gen CYP3AS5 sé giup ca thé héa diéu
tri cho tung BN ghép than dé tranh tac dung khéng
mong muon cla thubc va cac nhiém trung co hoi
mac phai.

5. KET LUAN.

Nghién clru 57 mau mau ngoai vi ctia 57 BN
sau ghép than, tai Khoa Than, loc mau, Bénh vién
Quany 103, dwgc str dung cho tach DNA xac dinh
da hinh di truyén CYP3A5, két qua:

- Xac dinh da hinh gen CYP3A5: 3,5% BN mang
kiéu gen hoang dai CYP3A5*1/*1, 45,6% BN mang
kiéu gen di hop CYP3A5*1/*3 va 50,9% BN mang
kiéu gen dot bién CYP3A5*3/*3.

- Phan tich s lién quan gitra kiéu gen CYP3A5
véi ndng dd Tacrolimus: BN mang kiéu gen
CYP3A5*1*1 + CYP3A5*1*3 c6 nbéng do day cua
Tacrolimus thap hon so véi BN mang kiéu gen dét
bién CYP3A5*3*3 tai thoi diém tudn 1, thang 1 va
thang 3 (7,85 + 3,16 so v&i 10,38 + 3,16; 7,30 +
3,38 so v&i 11,74 £ 5,10 va 7,14 + 3,46 so v&i 9,73
+2,61; p < 0,001). BN mang kiéu gen CYP3A5*1*1
+ CYP3A5*1*3 c6 ti sb nbng dd day/liéu thap hon
so v&i BN mang kiéu gen dot bién CYP3A5*3*3 tai
thoi diém tudn 1, thang 1 va thang 3.
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