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(2012), Jiang va CS (2020) [2], [3], [4], [7], [8].
Su khac biét nay do cac nghién ciu 1dy bénh
nhan giai doan bénh mudn hon ching toi. Ngoai
ra su khac biét vé séng thém toan bd giilfa cac
nghién clru ngoai do giai doan bénh khac nhau
cling nhu phan b6 bénh nhén trong tirng giai
doan con lién quan dén cac phac do diéu tri sau
tai phat.
V. KET LUAN

Ti 1& nam/nit a 2/1, tudi m3c bénh trung binh
58.6 £ 7.3, vi tri u hay gdp nhat la hang mon vi
chiém 71.9%, giai doan bénh hay gap nhat la
IIIA chiém 42.2%, kh6i u > T3 cd di can hach
chiém ti 18 77.3%, ung thu bi€u md tuyén chiém
ti 1€ cao nhat véi 67.2%. Ti |é song thém khong
bénh va s6ng thém toan bd tai thdi diém 36
thang 1an Iugt 1a 81.4% va 88.6%.
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MOI LIEN QUAN GITrA PA HINH DON GEN ABCB1
VOTLIEU PIEU TRI METHADONE THAY THE 0 BENH NHAN
NGHIEN CHAT DANG THUOC PHIEN

Tran Vin Chiéul, Trin Khanh Chil, Nguyén Quynh Giao®,

TOM TAT

Methadone la thu6c giam dau thuéc nhom opioid
dudc st dung dé didu tri bénh nhan nghién chét dang
thudc phién. Tuy nhién, xac dinh I|eu methadone con
khé khan do cd su khac biét Ién vé dap Ung diéu tri
gilfa cac ca thé. Methadone dugc van chuyén vao
trong té bao bdi protein P- glycoproteln (P-pg), dugc
ma hda bai gen ABCB1 (MRD1) Gen nay dugc danh
g|a co tinh da hinh cao vdl nhiéu bién thé di truyen
Cac bién thé di truyén nay da dugc chirng minh cé
anh hudng tdi biéu hién clia P-glycoprotein, do dé anh
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Lé Hoang Nam?, Piang Thi Ngoc Dung!

erdng tSi chuyén hda methadone. Muc tiéu nghién
clru: Xac dinh da hinh nucleotid don 1236C>T (dbSNP
rs1128503), 2677G>T/A (dbSNP rs2032582), va
3435C>T (dbSNP rs1045642) ctia gen ABCB1 & bénh
nhan nghién chat dang thubc phién diéu tri
methadone thay thé va danh gia mai lién quan vdi liéu
diéu tri duy tri. Poi tugng va phucng phap nghién
clru: 400 bénh nhan nghién chdt dang thudc phién
dang diéu tri methadone dugc xac dinh cac da hinh
nucleotid don bang phucng, phap giai trinh tu gen
Sanger. K&t qua: Cac ca th€ mang bién thé T cla da
hinh nucleotid don 3435C>T (dbSNP rs1045642) yéu
cau dleu tri nhom liéu cao (= 90 mg/ngay) cao hon
cic ca thé khong mang bién thé nay 1.556 lan
(p=0.032). Két Iuan C6 su lién quan gilra bién thé di
truyen 'gen ABCB1 va liéu diéu tri methadone thay thé.
Viéc xac dinh ki€u gen cla gen ABCB1 & bénh nhan
nghlen chat dang thudc phién diéu tri methadone thay
thé c6 thé gilip ca thé hoa diéu tri.

T khoa Nghién chat dang thudc phién,
methadone, ca thé héa diéu tri, gen ABCB1
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SUMMARY
RELATIONSHIP BETWEEN ABCB1
POLYMORPHISMS AND METHADONE
DOSAGE REQUIREMENTS IN OPIOID-

DEPENDENT PATIENTS

Methadone is an opioid pain reliever used to treat
patients with opioid addiction. However, It is difficult
to determine the dose of methadone because of the
large variability in response to treatment among
individuals. Methadone is transported into cells
through the P-glycoprotein (P-pg) protein, which is
encoded by the ABCB1 (MRD1) gene. In many studies
show that this gene was a highly polymorphic with
many genetic variations. These genetic variants were
important role in the expression of P-glycoprotein so
as affected to methadone metabolism. Objective:
This study was performed to identify single nucleotide
polymorphisms  1236C>T  (dbSNP  rs1128503),
2677G>T/A (dbSNP rs2032582), and 3435C>T (dbSNP
rs1045642) of the ABCB1 gene in patients with
substance abuse opiates for methadone replacement
therapy and to assess the relationship with baseline
dose. Material and methods: 400 opiate-addicted
patients receiving methadone treatment were
identified for single nucleotide polymorphisms by
Sanger gene sequencing. Results: The individuals
carrying the T variant of the single nucleotide
polymorphism 3435C>T (dbSNP rs1045642) has
methadon dose higher 1,556 times more than
individuals without this variant (dbSNP rs1045642) in
group which received methadone dose > 90 mg/day
(OR: 1,556, p=0.032). Conclusion: There is an
association between the ABCB1 gene variant and the
dose of methadone replacement therapy. Genotyping
of the ABCB1 gene in opiate-addicted patients
receiving methadone replacement therapy may help
individualize treatment.

Keywords: Addiction to opiates,
individualization of treatment, ABCB1 gene

I. DAT VAN DE

Nghién chat dang thubc phién (CDTP) la mot
van dé nghiém trong mang tinh toan cau, gay
anh hudng I6n tdi stic khoe, kinh té€ va xa hoi.
Nhiéu phuong phap diéu tri bénh nhan nghién
CDTP dang dugc ap dung, trong dé sir dung
methadone diéu tri thay thé dugdc chdng minh
mang lai nhiéu hiéu qua va da dugc trién khai
rong rai trén toan thé gigi cling nhu tai Viét
Nam. Methadone 1a mdt CDTP téng hop, tac
ddng chu yéu trén cac thu thé p & ndo, dugc sur
dung dé diéu tri nhdm lam gidam céc triéu chling
cai nghién va thém thu6c. Tuy nhién, mét trong
nhirng khé khan khi diéu tri methadone thay thé
@ bénh nhan nghién CDTP la xac dinh liéu
methadone cho ting ca thé. Liéu qué thap cb
thé xudt hién hoi chirng cai, trong khi liéu qua
cao gay ra cac triéu chiing qua liéu. Do do,
thudng mét tir 1 dén 3 thang dé do liéu va chinh

methadone,

liu, gay anh hudng tdi chat lugng diéu tri. Mot
s6 nghién cltu trén thé gidi da chi ra su lién quan
gilta hé gen vdi liéu diéu tri methadone thay thé
G bénh nhan nghién CDTP. Trong do tap trung
chil yéu vao cac gen lién quan dén qua trinh
chuyén hoda thubc va qua trinh thuSc tac déng
vao cac thu thé opioid & ndo.

Gen ABCB1 (ATP binding cassette subfamily B
member 1) mad hod cho protein van chuyén
thuGc thudc nhdom P-glycoprotein.t Day la protein
van chuyén methadone vao trong té€ bao, hoat
tinh cla protein nay sé anh hudng tdi su van
chuy&n methadone & mot s md, dic biét la rudt
non, than va ndo.2 Nhiéu nghién cltu chifng minh
cac da hinh nucleotid don (SNP) ciia gen ABCB1
c6 thé lam thay d6i thanh phan cla protein dugc
ma hda va do dé ¢ thé anh hudng tdi chiic
nang cla protein nay, gay anh hudng tGi hiéu
qua cling nhu liéu diéu tri methadone.? Hién nay
tai Viét Nam, chua c6 nghién cfu nao dugc cong
b6 vé cac da hinh nucleotid don cia gen ABCB1
trén bénh nhan diéu tri thay thé nghién cac
CDTP bang methadone.

Do dé, nghién cru nay dugc thuc hién véi muc
tiéu “Xac dinh da hinh nucleotid don 1236C>T
(dbSNP  rs1128503), 2677G>T/A  (dbSNP
rs2032582) va 3435C>T (dbSNP rs1045642) cua
gen ABCB1 & bénh nhan nghién chat dang thudc
phién diéu tri methadone thay thé va danh gia
mai lién quan vdi liéu diéu tri duy tri”.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Pai tugng nghién clru:

Poi tudng nghién ciru: 400 bénh nhan
dudc chdn doan nghién cac chit dang thudc
phién diéu tri methadone thay thé dugc chia
thanh 2 nhdm: Nhom diéu tri liéu thap (< 60
mg/ngay) 200 bénh nhan va nhém diéu tri liéu
cao (= 90 mg/ngay) 200 bénh nhéan

*Tiéu chudn chon déi tuong nghién ciu

+ Tudi > 18 tudi

+ D3 dat dugc lieu diéu tri methadone duy tri
va khong tai sif dung CDTP it nhat 1 thang cho
tGi thdi di€ém nghién clu.

+ Bénh nhan d6ng y tham gia nghién ctru.

*Tiéu chuan loai khoi nghién cau

+ Phu nif mang thai hodc dang cho con bu

+ Bénh nhéan co giam chirc nang gan, than:

o Creatinin huyét thanh > 1.5 [an gidi han
trén cla binh thudng hoac doé thanh thai
Creatinin < 60mL/phut d6i vdi nguGi bénh co
cretinine < 1.5 [an gigi han trén cla binh thudng.

o AST (SGOT) hosc ALT (SGPT) = 2.5 [an gidi
han trén cla binh thudng.
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e Bilirubin huyét thanh toan phan > 1.5 lan
gidi han trén cla binh thudng.

Thiét bi va héa chat sir dung: Tach chiét
DNA bdng Exgene™ Blood SV Kit cia GeneAll,
Khuyéch dai gen bdng Taq 2X Master Mix cla
New England Biolabs.

Thai gian nghién clru: 11/2020 dén thang
5/2022

Pia diém nghién clru: 6 co sd diéu tri
methadone tinh Ninh Binh; Trung tdm kiém
chuan chét lugng xét nghiém y hoc - Pai hoc Y
Ha Noi

2.2 Phuang phap nghién ciru:

Phuong phap nghién ciru: mo ta cdt ngang

Quy trinh nghién ciru:

_- Tién hanh thu thap théng tin nghién clu va
mau mau toan phan clia bénh nhan

- Xac dinh da hinh nucleotid don rs1128503,
rs2032582, rs1045642 clia gen ABCB1:

+ Tach DNA tir mau toan phan

+ Tién hanh phan (fng PCR khuéch dai doan
cac doan gen cd chra cac da hinh nucleotid don
rs1128503, rs2032582, rs1045642.

v Vi SNP rs1128503 chung t6i st dung cap
moi: F: 5’AAGAGTGGGCACAAACCAGATA-3', R:
3-GCTCGCATGGGTCATCTCA-5"  khuyéch dai
doan gen cd kich thudc 421 bp; véi thé tich phan
rng PCR 25 pL gom 12.5uL Taq 2X master mix,
10.5uL nudc, 0.5puL moi mdi va 1pL DNA mau;
phan 'ng dudc thuc hién véi chu ky nhiét: Gia
nhiét 94°C trong 5 phut; [bién tinh 94°C trong
30s, gan moi 55°C trong 30s, kéo dai 72°C trong
30s] x 35 chu ki; bao quan 4°C.

v V@i SNP rs2032582 ching t6i sir dung cap
moi: F: 5-GCAAATCTTGGGACAGGAAT-3’, R: 3'-
GAGCATAGTAAGCAGTAGGGA-5'  khuyéch  dai
doan gen cd kich thudc 255 bp; véi thé tich phan
rng PCR 25 pL gébm 12.5 pL Taq 2X master mix,
10.5 pL nudc, 0.5 Pl moi moi va 1 yL DNA mau;
phan 'ng dudc thuc hién véi chu ky nhiét: Gia
nhiét 94°C trong 5 phut; [bién tinh 94°C trong
30s, gan moi 55.5°C trong 30s, kéo dai 72°C
trong 30s]x35 chu ki; bao quan 4°C.

v Vi SNP rs1045642 ching toi st dung cap
moi: F: 5-CAAAGTGTGCTGGTCCTGAAGT -3/, R:
3-GTAAGGGTGTGATTTGGTTGCT-5" khuyéch dai
doan gen cd kich thudc 376 bp; véi thé tich phan

(’ng PCR 25 pL gdém 12.5 pL Taq 2X master mix,
10.5uL nudc, 0.5uL moi moéi va 1uL DNA mau;
phan (’ng dudc thuc hién véi chu ky nhiét: Gia
nhiét 94°C trong 5 phut; [bi€n tinh 94°C trong
30s, gan moi 56°C trong 30s, kéo dai 72°C trong
30s]x35 chu ki; bdo quan 4°C.

+  Dién di trén gel agarose 1,5% xac dinh
su’ ¢ mat cua san pham PCR.

+ Tinh sach san phdm PCR va giai trinh tu
gen bang phuong phap Sanger

2.3 Pao dirc nghién ciru: Dé cuong nghién
ctu dugc thong qua HGi dong dao dic trudng
Pai hoc Y Ha Noi.

Ill. KET QUA NGHIEN cU'U
1. Pac diém ctia nhém ddi tuong nghién ciru
1.1 Ddc diém chung cia nhém nghién ciru
Bang 1: Pdc diém chung cua nhom
nghién ciuu

Pac diém n %

Gigi tinh: Nam 399 99.8
NI 1 0.

Tudi (nam): < 30 17 4.3

30 -39 135 33.8

40 - 49 189 47.3

=50 59 14.8

Tu6i trung binh 42.18 + 7.54 (ndm); Khoang
gia tri tudi: 21 - 67 (nam)

Nh3n xét: Trong tdng s6 400 bénh nhan du
tiéu chudn lua chon vao nghién clu, hau hét
bénh nhan la nam gigi (99.8%), chi c6 1 bénh
nhan la nit gidi (0.2%). Pa s6 bénh nhan cla
nghién clru trong dd tudi tir 40-49 véi ti 18 47.3%

1.2 Liéu diéu tri methadone

Bang 2: Liéu diéu tri methadone

on Liéu trung | Khoang gia
metll-:::one n binh tl‘i
(mg/ngay) | (mg/ngay)
<60mg/ngay| 200 [42.71+13.96] 5-60
>90mg/ngdy| 200 |127.17£50.42 90 — 344

Nhdn xét: Lieu diéu tri methadone duy tri
trung binh cla nhom lieu <60mg/ngay la
42.71mg/ngay, con cta nhom liéu =90 mg/ngay
la 127.17mg/ngay. Liéu diéu tri methadone duy
tri nhd nhadt trong nhéom nghién cdu la
5mg/ngay, trong khi liéu diéu tri methadone duy
tri I6n nhat Ién tGi 344mg/ngay.

2. Mdi lién quan giira ki€u gen, ki€u alen va nhom liéu diéu tri
Bang 3: Moi lién quan giira kiéu gen, kiéu alen va nhom liéu diéu tri

Nhom liéu thap Nhoém liéu cao
ABCB1 (n = 200) (n = 200) 959, CI p
n % n %
CC 31 15.5 25 12.5
rs1128503 cT 87 43.5 85 4.5 0.58
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T 82 41 90 45

C 149 37.2 135 | 338

T 251 62.7 265 51.4 0.87 - 1.56 0.3

GG 50 25 41 20.5

GT 79 39.5 94 475

8} 32 16 32 16 0.56
rs2032582 AT 14 7 16 8 '

AG 24 12 16 8

AA 1 0.5 1 0.5

G 207 5.7 192 48

T 153 38.2 174 | 43.5 0.3

A 40 10 34 8.5

GG 89 445 68 34

GT 83 415 101 | 54.9 0.094
rs1045642 ™ 28 14 31 15.5

G 261 65.2 237 | 592

T 139 34.8 163 | 40.8 0.87-1.72 0.08

Nh3n xét: Ty |é nhom liéu thdp va nhom liéu cao cla cac kiéu gen va cac kiéu alen trong cac da
hinh nucleotid don gen ABCB1 khac biét nhau khéng cé y nghia théng ké véi p>0.05.

3. Mdi lién quan giira ki€u gen va nhém liéu diéu tri theo mé hinh déng hop va di hop

Bang 4: Méi lién quan giira kiéu gen va nhom liéu diéu tri theo mé hinh dong hop va di hop

L Nhoém liéu thap Nhom liéu cao
Kiéu gen n % n % 959%CI p
M6 hinh déng hgp

CC 31 27.4 25 21.7

rs1128503 T 8 77.6 20 78.3 0.74-2.5 0.32
GG 50 61 41 56.2

rs2032582 T ey 39 ey 38 0.64 — 2.315 0.54
GG 89 76.1 68 68.7

rs1045642 T 8 3.9 31 31.3 0.795 — 2.642 0.225

Mo hinh di hgp

CC 31 26.3 25 22.7 0.66 — 2.22 0.53
CT 87 73.7 8 77.3

rs1128503
CT 87 51.5 85 48.6 0.74 — 1.72 0.59
1T 82 48.5 90 51.4 ) ) )
.

rs2032582 : :
GT 79 71.2 94 74.6 0.84 0.55
1T 32 28.8 32 25.4 (0.473 — 1.492) )
GG 89 51.7 68 40.2 1.037 — 2.446 0.033*
GT 83 48.3 101 59.8 (1.593) )

rs1045642
GT 83 74.8 101 76.5 0.505 — 1.638 0.753
1T 28 25.2 31 23.5 ) ) )

*p<0.05 Ty |é nhom liéu thap va nhém liéu cao cla

Nhan xét: Ty 1&é nhom liu thdp va nhém liéu
cao cla cac cip kiéu gen theo mé hinh ddng hop
trong cac da hinh nucleotid dan gen ABCB1 khac
biét nhau khong c6 y nghia thong ké véi p>0.05

Ty 1€ nhém liéu thdp va nhom liéu cao cua
cac cip ki€u gen theo md hinh di hgp trong da
hinh nucleotid don rs1128503 va rs2032582 gen
ABCB1 khac biét nhau khong cé y nghia thong ké
vGi p>0.05

cdp kiéu gen GG va GT trong da hinh nucleotid
don rs1045642 gen ABCB1 khac biét nhau co vy
nghia thdng k&, nhém liéu cao cla kiéu gen GT
cao hon kiéu gen GG la 1.593 [an vé6i p=0.033,
OR = 1.593 khoang tin cay 95% cla OR nhan
gia tri tir 1.037 — 2.446 khdng chura 1.

4. Madi lién quan giira ki€u gen va nhém
liéu diéu tri theo mo hinh troi va lan
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Bang 5: Méi lién quan giiia kiéu gen va nhém liéu diéu tri theo mé hinh tréi va Ian

Nhan xét: Ty 1&é nhom liu thap va nhém liéu
cao clia cac cap kiéu gen theo md hinh trdi trong
da hinh nucleotid don rs1128503 va rs2032582
gen ABCB1 khac biét nhau khong c6 y nghia
thong ké vai p>0.05

Ty Ié nhdm liéu thap va nhom liéu cao clia cap
ki€u gen GG va GT + TT trong da hinh nudleotid
don rs1045642 gen ABCB1 khac biét nhau cd y
nghia thng k&, nhom liéu cao cua ki€u gen GT +

. Nhom liéu thap | Nhom liéu cao
Kiéu gen (n = 200) (n = 200) 959%CI p
n % n %
M6 hinh troi
CcC 31 155 | 25 125
rs1128503 — 2B 129 073-227 | 039
GG 50 25 41| 20.5
rs2032582 =TT AGHAT+AA | 150 75 159 | 795 | 0-81-207 | 0.28
GG 89 | 445 | 68 34 [ 1.039-2.332
rs1045642 GT+ 1T i1 | 55.5 | 132 66 (1.556) 0.032*
Mo hinh lan
CC+ CT 118 59 110 55
rs1128503 + T 2 s >3 0.79-1.75 | 042
GG+GT+AG 153 | 76.5 | 151 | 755 1.056
rs2032582 TT+AA+AT 47 | 235 | 49 | 245 | (0.67—1.67) | 0815
GG+ GT 172 86 169 | 84.5
rs1045642 S 2 0 ST 155 0648-19 | 0672
*p<0.05 TT cao hon kiéu gen GG la 1.556 [an véi p=0.032,

OR = 1.556 khoang tin cdy 95% cla OR nhan gia
tri tir 1.039 — 2.332 khong chira 1.

Ty 1é nhém liéu thap va nhom liéu cao cua
céc c3p kiu gen theo md hinh 13n trong da hinh
nucleotid don gen ABCB1 khac biét nhau khong
¢d y nghia théng ké vdi p>0.05

5. Mdi lién quan giira cac kiéu gen 3
locus (rs1128503 - rs2032582 -
rs1045642) va nhom liéu diéu tri.

Bang 6: Méi lién quan giira céc kiéu gen 3 locus (rs1128503 - rs2032582 - rs1045642)

va nhom liéu diéu tri

Kiéu gen 3 locus (rs1128503 - [ Nhém liéu thdp | Nhém liéu cao 95%CI

rs2032582 - rs1045642) n % n % P
CC-GG-CC 15 36.6 11 32.4 1.206 0.7
TT-TT-TT 26 63.4 23 34.7 (0.46 — 3.15) )
CC-GG-CC 15 31.2 11 26.2 1.28 0.6
CT-GT-CT 33 68.8 31 73.8 (0.51 -3.21) )
CT-GT-CT 33 55.9 31 57.4 0.94 0.87
TT-TT-TT 26 44.1 23 42.6 (0.45 - 1.98) )

Nhan xét: Ty 1&é nhom liéu thap va nhom liéu
cao clia cac cdp ki€u gen 3 locus (rs1128503 -
rs2032582 - rs1045642) trong cac da hinh
nucleotid don gen ABCB1 khac biét nhau khong
c6 y nghia thong ké véi p>0.05

IV. BAN LUAN

Trong nghién clfu clia chung t6i, hau hét cac
bénh nhan la nam gidi (99.8%), két qua nay phu
hgp v8i cac nghién cu khac cho thdy da s6
bénh nhan nghién CDTP diéu tri methadone thay
thé la nam gidi (Teoh, 2016; Baharudin, 2013).4
TuGi trung binh trong nghién clru cla ching toi
la 42.18 tudi, trong d6 nhom tudi tir 40 — 49
chiém ti 1é I6n nhat véi 47.3%. Két qua nghién
cliu cla chung toi tuong dong vd@i nghién cliu
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cla Luo ndm 2017 trén quan thé ngudi Han tai
Trung Quéc, trong do tudi trung binh cta bénh
nhan nghién CDTP diéu tri methadone thay thé
la 42.66 tudi.® Pa s6 bénh nhan nghién CDTP la
nam gidi, trong dd tudi lao ddng, d6i mat vdi
nhiéu ap luc nén tim téi ma tly nhu mét phuang
tién dé giai toa.

Trong nghién c(fu cla chung t6i, liéu diéu tri
methadone duy tri cé su dao dong rat I16n gilra
cac bénh nhén, thay d6i tir 5 mg/ngay dén 344
mg/ngay. Su’ bién thién I6n vé liéu diéu tri gilra
cac bénh nhan cho thdy su thay déi trong dudgc
dong hoc cla methadone, trong dé co su tac
dong bai cac yéu t6 di truyén. Trong nghién cliu
cla O.Levran trén ngudi da trdng, bién thé
C.1236TT (rs1128503) yéu cau liéu methadone
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cao gap 6.66 lan so vdi nhitng ngudi khéng co
ki€u gen nay.® K&t qua nghién cu clia ching toi
khdng tim thiy su khac biét gitta cic ki€u gen
cta da hinh nucleotid don 1236C>T (dbSNP
rs1128503) vdi lieu diéu tri methadone duy tri.
Két qua nay tugng doéng vdi nghién clu cua
Hung ndm 2011 trén nhdm bénh nhan ngudi Han
tai Trung Qudc.” Diéu nay cho thdy c6 thé do su
khac biét vé ching tdc dan tdi thay doi cac tac
dong vé di truyén. Pa hinh nucleotid don th(r hai
cla gen ABCB1 Ila 2677G>T/A (dbSNP
rs2032582) lam bién déi acid amin 893 tur Ser
thanh Ala hodc Thr tai exon 21 cling dugc cho
rang lam thay d6i dugc dbéng hoc cua
methadone. Tuy nhién trong nghién clu cla
chdng t6i, khéng tim thay mai lién quan nao gilra
cac ki€u gen cla da hinh nucleotid don
rs2032582 va liéu diéu tri methadone duy tri. Két
qua cta chung t6i cling tuong dong vdi cac
nghién ctu tai Trung Qudc cla Luo nam 2017 va
Hung nam 2011.7°>

Pa hinh nucleotid don 3435C>T (dbSNP
rs1045642) tai exon 26 clua gen ABCB1 tuy
khéng lam bién d6i acid amin nhung nhiéu
nghién clru cho thay bién thé T clia SNP nay c6
lién quan dén chlic ndng bi suy yéu va/hodc
giam biéu hién clia p-glycoprotein in vitro va in
vivo.®> Nghién clu clia ching t6i cling cho thay
rang cac ca thé mang bién thé T cla da hinh
nucleotid don nay yéu cau diéu tri nhdm liéu cao
(= 90 mg/ngay) cao hon cac ca thé khéng mang
bién thé nay 1.556 lan vdéi p=0.032 (OR=1.556,
khoang tin cay 95% cuta OR nhan gia tri tir 1.039
— 2.332 khéng chira 1). Céc ca thé mang kiéu
gen ¢.3435CT yéu cau diéu tri nhom liéu cao (=
90 mg/ngay) cao hon kiéu gen c.3435CC la
1.593 an véi p=0.033 (OR = 1.593, khoang tin
cay 95% cua OR nhan gia tri tir 1.037 — 2.446
khong chira 1). Két qua nghién cru clia chdng
toi cling tuong dong vdi nghién cltu cua Hung
nam 2011 tai Trung Qudc.” Ngoai ra, nghién ciiu
cla O. Levran cho thdy cac cad nhan mang kiéu
gen 3 locus TT-TT-TT (rs1045642, rs2032582 va
rs1128503) yéu cau lieu methadone 'cao han'
x8p xi gép 5 lan, trong khi cac ca thé di hgp tu
cho ba SNP nay c6 xu hudng 6n dinh & liéu
methadone “thap hon” khoang 3 lan (p =
0,026).6 Nghién clru nay danh gia tac dong dong
thSi clia ca 3 bién thé cla gen ABCB1 tdi liéu
diéu tri methadone duy tri. Tuy nhién, trong
nghién clfu cla ching t6i, khong tim thdy mdi
lién quan nao gilta kiéu gen 3 locus nay va liéu
diéu tri methadone duy tri. D€ danh gid toan
dién hon tac dong di truyén tGi liéu diéu tri

methadone duy tri & bénh nhan nghién CDTP,
yéu cau can thuc hién thém cac nghién cu trén
nhiéu gen khac nhau, ti€p can nhiéu hon cac yéu
t6 anh hudng va khao sat nong d0 methadone
huyét tuong.

V. KET LUAN

Cac ca thé€ mang bién thé T cla da hinh
nucleotid don 3435C>T (dbSNP rs1045642) yéu
cau diéu tri nhom liéu cao (= 90 mg/ngay) cao
hon céc ca thé khong mang bién thé nay 1.556
lan (p=0.032). C4 su lién quan gitta bién thé di
truyén gen ABCB1 va liéu diéu tri methadone
thay thé. Viéc xac dinh ki€u gen clia gen ABCB1
G bénh nhan nghién chat dang thudc phién diéu
tri methadone thay thé& c6 thé gilp ca thé hda
diéu tri.
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