TAP CHIi NGHIEN CPU Y HOC
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DPIEU TRI METHADONE THAY THE &
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2Trung tdm kiém soét bénh tat tinh Ninh Binh

Nghién ctru thure hién phén tich phan bé kiéu gen OPRD1 tai vj tri da hinh nucleotid don rs2234918, rs581111,
rs529520 va dénh gid mdi tuong quan véi liéu duy tri methadone trong liéu phép diéu tri thay thé methadone
& bénh nhan nghién chat dang thude phién tai tinh Ninh Binh. Nghién ctru thue hién trén 400 bénh nhén duwoc
chén doan phu thudc vao céc chét dang thuéc phién, duoc diéu tri Methadone thay thé tirthang 3 nam 2021 dén
thang 5 ndm 2022 tai tinh Ninh Binh. Ba hinh nucleotid don gen OPRD1 duoc xéc dinh bdng phuong phap PCR
va gidi trinh tw gen két qué cho thay: da hinh nucleotid don rs2234918 c6 ti 1é Alen T va C lé&n luot la: 69,38% va
30,62%; cac kiu gen tuwong tng la TT (48,5%), CT (41,75%), CC (9,75%). Pa hinh nucleotid don rs581111 ¢c6 ti
16 Alen G va A lan luot 1a: 88,62% va 11,38%,; cac kiéu gen tuong iing la AA (1,75%), AG (19,25%), GG (79%).
Da hinh nucleotid don rs529520 c6 ti1é Alen A va C lan luot 1a: 15,38% va 84,62%; cac kiéu gen tuong (ng la AA
(3,75%), AC (23,25), CC (73%). Nguoi nghién chét dang thuéc phién mang alen C clia SNP rs2234918 c6 kha
néng st dung liéu duy tri methadone cao (= 90mg/ngay), cao hon so véi ngudi khéng cé Alen C véi OR = 1,556
(95%CI: 1,049-2,309), nguoi c6 kiéu gen TT cé khd ndng st dung liéu duy tri methadone cao (= 90mg/ngay),
thap hon so v6i ngudi khéng cé kiéu gen TT véi OR = 0,643 (95%Cl: 0,433-0,953). Viéc xéac dinh kiéu gen ctia
gen OPRD1 &bénh nhan nghién chéat dang thudc phién diéu tri methadone thay thé cé thé gitip cé thé héa diéu tri.

Tir khéa: Nghién chat dang thudc phién, methadone, ca thé héa diéu tri, gen OPRD1, SNP rs2234918,
SNP rs529520, SNP rs581111.

I. DAT VAN BE

Theo bao cdo clia Co quan phong chéng
ma tdy va tdi pham clGa Lién hop quéc
(UNODC), nam 2017 trén toan thé gidi wéc
tinh 271 triéu nguwdi twvong dwong voi 4,8%
dan sb trwdng thanh trén toan cau s dung ma
tay bat hop phap it nhat mot 1an. Sw phu thudce
hay nghién chat dang thudc phién 1a mét trong
nhirng nguyén nhan chinh gay ra bénh tat va
tlr vong s&m, dong thdi lam gia ting toi pham,
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suy thoai két cdu xa hoi va gia dinh." Diéu tri
cai nghién bang duy tri Methadone la phwong
phap dwgc ap dung rong rai nhat, hiéu qua
cao, tuy nhién két qua diéu tri co sw khac biét
Ién gitra cac ca nhan.2 Ngay cang cé nhiéu
nghién ctru quan tdm dén da hinh di truyén
cac gen ma hoéa cac enzyme chuyén héa, cac
thu thé van chuyén, ngoai ra cac gen lién quan
dén dugc dong hoc cla Methadone. Mot sb
nghién ctru tap trung vao lam ré vai trd cua
gen ma héa thu thé opioid delta 1 (OPRD1) déi
v&i s phu thudc vao rwou, heroin va nhirng
anh hudng I1&n nhan cach?. Mot sé tac gia ciing
cho rdng OPRD1 c6 thé ddng vai trd trong két
qua diéu tri cua liéu phap duy tri methadone,
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méac du methadone 1a chat chi van cla thu
thé u-opioid*. Gan day cac da hinh nucleotid
don rs2234918, rs581111, rs529520 cla gen
dwoc quan tdm nghién ctru. Trong nghién clru
nay, chdng to6i tap trung tim hiéu sw lién quan
cla gen OPRD1 tai vj tri da hinh nucleotid
don rs2234918, rs581111, rs529520 véi lidu
duy tri methadone trong liéu phap diéu tri thay
thé methadone & bénh nhan nghién chét dang
thudc phién tai tinh Ninh Binh.

Il. DOI TWONG VA PHUONG PHAP
1. Péi twong

400 bénh nhan dwoc chin doan nghién
céac chat dang thudc phién diéu tri methadone
thay thé dwoc chia thanh 2 nhém: Nhém diéu
tri liéu thap (< 60 mg/ngay) 200 bénh nhan
va nhom diéu trj liéu cao (= 90 mg/ngay) 200
bénh nhan.

Tiéu chuén Iwa chon

- Tubi = 18 tudi.

- B4 dat dworc liéu didu tri methadone duy tri
it nhat 1 thang cho t&i thoi diém nghién ciru voi
tiéu chuan dat liéu duy tri:

+ Ngwoi bénh dwoc sir dung lidu co hiéu
qua tdi wu duy tri va khong tai st dung chat
dang thudc phién trong it nhat 4 tuan lién tuc.

Tiéu chuan loai troe

Nguw&i nghién ma tuy st dung cac loai thubc
gay nghiénkhacnhuw cocain, methamphetamine.
Phu nir mang thai hoac dang cho con bu. Bénh
nhan dang diéu tri bang thuéc khang lao, ndm.
Bénh nhan dang c6 bénh ly tam than kém theo.
Bénh nhan cé ton thwong chirc nang gan, than.
(Creatinin huyét thanh = 1.5X gi¢i han trén
clia binh thwong (ULN) HOAC Do thanh thai
Creatinin < 60 mL/phat déi véi nguwoi bénh cé
cretinine < 1.5X ULN tai phong xét nghiém; AST
(SGOT) va ALT (SGPT) = 2.5X ULN, Bilirubin
huyét thanh toan phan = 1.5X ULN).

Dja diém nghién ctru

6 co s& diéu tri methadone tai tinh Ninh
Binh; Trung tam kiém chudn chat lwong xét
nghiém - Dai hoc Y Ha Noi.

2. Phwong phap

Thiét ké nghién ciru

Nghién ctru mé ta& cét ngang.

Néi dung nghién ctru, chi s6 nghién ciru

- D&c diém chung cuia dbi twong nghién ciru.

- Liéu duy tri.

- Pa hinh nucleotid don OPRD1 rs2234918,
rs581111, rs529520.

Thiét bj va cdc héa chat s dung

May Hoa sinh Abbott da duwoc ndi kiém va
ngoai kiém; ti lanh am sau -20°C; may ly tam
lanh; may PCR; bé dién di ngang; may chup
gel; may do nong dé DNA. Hoa chat va vat tw
tiéu hao trong tach DNA, héa chat khuéch dai
gen, hoa chat chay dién di.

Quy trinh phéan tich da hinh nucleotid don
rs2234918, rs581111, rs529520 cta gen OPRD1:

-V&i SNP rs2234918 ching t6i st dung cap
moi tw thiét ké:

+ F: 5-GCCCATCCACATCTTCGTCA -3,

+ R: 5- CTACACCTCACCCCGTCATC -3

Cap mdi nay cho san pham PCR kich thwéc
393 bp.

V@i SNP rs581111, rs529520 chung t6i st
dung cap moi ty thiét ké:

- F: 5-CTCAGAGAAGCCATTGTTGACC-3

-R: 5-TGTTGGTCTAACCGAATGGGAG-3’

Cap mdi nay cho san pham PCR kich thwéc
647 bp.

- Thé tich phan ng PCR 25 L gdm: 12.5
pL Tag 2X master mix, 10.5 yL nwée, 0.5 L moi
moi va 1 yL DNA mau; phan (rng duwoc thwe
hién véi chu ky nhiét: Gia nhiét 94°C trong 5
phut; [bién tinh 94°C trong 15s, gan méi (55.4°C
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v&i SNP rs2234918; 55.3°C v&i SNP rs581111,
rs529520) trong 15s, kéo dai 72°C trong 30s]
x35 chu ki; bdo quén 4°C

- Dién di trén gel agarose 1,5% .
Xéac dinh da hinh don nucleotid gen OPRD1
béng phuong phap giai trinh tuw.

ll. KET QUA

3. Xtr ly s6 liéu

Bang phan mém SPSS 22.0.
4. Pao dirc nghién ctru

DPé cuwong nghién ctru duoc thong qua Hoi
dong dao dwc trwong Dai hoc Y Ha NOi sO
3916/Qb - BPHYHN ngay 06/08/2018.

1. Dac diém lam sang cta déi twong nghién ciru

Bang 1. BPic diém chung cta d6i twong nghién citru

Nhoém liéu duy tri Nhém 1 Nhém 2
(= 60 mg/ngay) (2 90mg/ngay) p
Dac diém (n =200) (n=200)
Tubi (n&m) 42,37 + 7,56 41,49 + 7,53 0.918
X £ 8D, (min - max) (21 -64) (24 - 67) '
Can nang (Kg)
58,31 £ 7,39 58,38 £ 6,75 0,244

X+ SD
Nam (%) 99,5 100 0,34

Ty & nam gii di diéu tri cai nghién chiém
ty 1& cao. Khong co sw khac biét vé tudi, gioi

va can nang & 2 nhom liéu.

Bang 2. M6t sé tac dung khong mong muén khi diéu tri methadone thay thé

Nhém liéu duy tri Nhém 1 Nhém 2
(= 60 mg/ngay) (2 90mg/ngay) p
Tac dung khéng mong muén (n =200) (n =200)
Khong triéu chirng (n, %) 106 (53%) 80 (40%)
Mét maéi(n, %) 1(0,5%) 1(0,5%)
Tao boén(n, %) 13 (6,5%) 50 (25%)
. < 0,001
Mat ngu(n, %) 0 (0%) 4 (2%)
Ra mé héi tay(n, %) 0 (0%) 4 (2%)
Ho6i chirng cai(n, %) 80 (40%) 61 (30,5%)
P < 0,001 < 0,001

Déi twong diéu tri methadone thay thé phan
I&n khang c6 tac dung khéng mong mudn, trong

dé nhém diéu tri liéu thap it tac dung khong
mong muén hon nhém diéu tri liéu cao.
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2. Két qua phan tich kiéu gen va alen cac da hinh don gen OPRD1

Bang 3. Ty lé cac kiéu gen, alen ctia cac da hinh gen OPRD1

SNP rs2234918

SNP rs581111

SNP rs529520

alen/ n % alen/ n % alen/ n %
Kiéu gen Kiéu gen Kiéu gen
C 245 30,62 A 91 11,38 A 123 15,38
T 555 69,38 G 709 88,62 C 677 84,62
CcC 39 9,75 AA 7 1,75 AA 15 3,75
CT 167 41,75 AG 77 19,25 AC 93 23,25
TT 194 48,50 GG 316 79,00 cC 292 73

Pa hinh nucleotid don rs2234918 co ti 1é
Alen T va C lan lwot 1a: 69,38% va 30,62%;
cac kiéu gen twong &ng la TT (48,5%), CT
(41,75%), CC (9,75%). Pa hinh nucleotid
don rs581111 co ti 1é Alen G va A 1an lwot la:

88,62% va 11,38%; cac kiéu gen twong (ng la
AA (1,75%), AG (19,25%), GG (79%). Da hinh
nucleotid don rs529520 c6 ti 1& Alen A va C 1an
lwot la: 15,38% va 84,62%; cac kiéu gen twong
tng la AA (3,75%), AC (23,25), CC (73%).

3. Méi twong quan giira cac da hinh gen va nhém liéu methadone

Bang 4. Twong quan giira cac da hinh gen va nhém liéu methadone duy tri

Pa hinh n Hé s6 héi quy p OR (95%Cl)
1,556
C 245 0,442 0,028
(1,049 - 2,309)
Alen 059
,595
T 555 - 0,520 0,132
(0,302 -1,171)
rs2234918 CcC 39 0,520 0,132 1,682
’ ' (0,854 - 3,311)
.z 1,307
Kiéugen CT 167 0,268 0,188
(0,877 - 1,947)
0,643
TT 194 -0,442 0,028

(0,433 - 0,953)
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Pa hinh n Hé s6 héi quy p OR (95%Cl)
0,785
A 91 - 0,242 0,327
(0,484 - 1,273)
Alen
1,273
G 709 0,242 0,327
(0,786 - 2,064)
rs581111 AA 7 0,932 0,269 0,384
' ' (0,076 - 2,055)
.z 0,851
Kiéugen AG 77 - 0,161 0,526
(0,517 - 1,401)
1,273
GG 316 0,242 0,327
(0,786 - 2,064)
1
A 123 - 0,203 0,368 0.816
(0,524 - 1,270)
Alen
C 677 1,048 0,077 2,852
' ' (0,893 - 9,113)
0,351
rs529520 AA 15 - 1,048 0,077
(0,110 -1,120)
-z 0,972
Kiéugen AC 93 - 0,028 0,906
(0,611 - 1,546)
1,225
CcC 292 0,203 0,368

(0,787 - 1,907)

Da hinh nucleotid don rs2234918, ngudi
c6 Alen C c6 kha nang s dung liéu duy tri
methadone cao (= 90mg/kg/ngay) cao hon so
v&i ngudi khéng co Alen C voi OR = 1,556,
khodng tin cay 95% cla OR nhan gia tri twr
1,049 - 2,309 khéng chira 1. Ngudi co kiéu gen
TT c6 kha ndng st dung lidu duy tri methadone

IV. BAN LUAN

Trong nghién ctru clia chung téi ghi nhan
bénh nhan tré nhat 1a 21 tudi, gia nhét 1a 67
tudi, tudi trung binh & nhém diéu trj liéu thap
14 42,37 + 7,56, nhéom diéu tri liéu cao 41,49
+ 7,53. K&t qua nay ciing phu hop véi ghi
nhan & nghién clru cla Rui Luo va cong s
(2017) nghién ctu trén 257 dbi twong ngudi
Han phu thudc heroin dang diéu tri thay thé

cao (= 90mg/kg/ngay) thap hon so vé&i nguoi
khéng co kiéu gen TT véi OR = 0,643 khoang
tin cay 95% ctia OR nhan gia tri tr 0,433 - 0,953
khong chira 1.

Nghién ctru chwa ghi nhan duwoc méi twong
quan gitra da hinh nucleotid don rs581111 va
rs529520 véi liéu didu tri methadone.

methadone, tudi trung binh & nhém s dung
lidu cao la 40,94 + 7,623. nhom diéu trj liéu
thap 1a 46,75 + 7,774.5 Nam gi&i chiém wu
thé gan 100%, c6é duy nhat 1 dbi twong ni
gi¢i thudc nhém st dung liéu thap. Két qua
nay khac v&i ghi nhan clia Rui Luo nhém diéu
tri liéu cao nam (83,3%), nhém diéu tri liéu
thAp nam 14,6%. Nghién clru cta ching toéi
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nhan thay khong cé sw khac biét cé y nghia
vé tudi, gi¢i & 2 nhém liéu diéu tri, twong tw
voi két qua cla Rui Luo.® Béi twong diéu tri
methadone thay thé phan I&n khong c6 tac
dung khéng mong muén, trong dé nhém diéu
tri lidu thap khong c6 triéu chirng khéng mong
mudn 1a 53% cao hon nhém diéu tri liéu cao
(40%). Tac dung khéng mong mubn hay
gdp nhét 1a hoi chirng cai, nhém diéu tri liéu
thdp (40%) cao hon nhém diéu tri liéu cao
(30,5%). Tao bon la triéu chirng khéng mong
mudn cling thwong gap & dbi twong nghién
clu, trong d6 nhém diéu tri lidu cao (25%)
hay gdp hon nhém diéu tri liéu thap (6,5%).
Céc triéu chirng mét ngt, ra md hoi tay chi
thdy & nhom diéu tri liéu cao déu la 2%. Mét
mai ti 1é gap & 2 nhédm 1a nhw nhau. Két qua
cho thay sir dung methadone liéu cao thi ti 1&
gap tac dung khéng mong mudn cao hon.

Da hinh gen rs2234918 c6 tilé Alen Tva C
lan lwot la: 69,38% va 30,62%; cac kiéu gen
twong tng la TT (48,5%), CT (41,75%), CC
(9,75%). Pa hinh gen rs581111 c6 ti 1é Alen G
va A lan lwot 1a: 88,62% va 11,38%; cac kiéu
gen twong ng la AA (1,75%), AG (19,25%),
GG (79%). Ba hinh gen rs529520 c¢ ti 1& Alen
Ava C lan lvot 1a: 15,38% va 84,62%; cac kiéu
gen twong ng la AA (3,75%), AC (23,25), CC
(73%). Két qua ghi nhan clia tac gia Luo (2017),
da hinh nucleotid don rs2234918 ty & alen
T (79,76%), rs581111 ty & alen G (91,56%),
rs529520 ty 1é alen C (87,55%).5 Phan bd
alen, kiéu gen cta cac da hinh nucleotid don
& nhém ngudi Han va dbi twong nghién ctwu
cta chung téi twong twong tw véi két qua cla
Rui Luo.5

DPa hinh nucleotid don rs2234918 nam &
vi tri exon 3 cia gen OPRD1. SNP rs2234918
duwoc xac dinh 13 phé bién & tat ca cac dan toc
trén thé gidi, 1an dau tién dwoc Mayer va cong
sw (1997) nghién ctru cho thy c6 vai tro trong

sy phu thudc heroin, va chwa c6 nghién ctru vé
vai trd v&i két qua diéu tri thay thé methadone.®
Trong nghién clru cla chudng téi trén 400
ddi twong dang dwoc diéu tri methadone
thay thé da nhan thdy da hinh nucleotid don
rs2234918 c6 twong quan dang ké voi liéu
didu tri methadone. Trong d6 ngu®i mang alen
C can sir dung methadone cao hon nguoi
khéng mang alen C vé&i OR = 1,556 (95%Cl:
1,049 - 2,309), ngudi cé kiéu gen TT can s
dung methadone liéu thap hon véi OR = 0,643
(95%CI: 0,433 - 0,953). Nelson va cbéng sv
(2014) nghién ctru trén 1459 trevdng hop phu
thudc heroin tai Uc, cho thdy nguoi cé da hinh
nucleotid don rs581111 ndm trén intron 1 c6
nguy co phu thudc heroin cao hon véi OR= 1,68
(p= 1.41 x 10°).* Trong nghién ctru clia chung
t6i chwa ghi nhan duoc méi twong quan gita
SNP rs581111, SNP rs529520 véi liéu diéu tri
methadone thay thé. Clarke va cong su (2014)
nghién ctru 582 dbi twong My gbc Au nghién
chét gay nghién diéu tri thay thé buprenorphine
hodc methadone, cho thdy ngwdi mang SNP
rs581111 & nir gioi cé kiéu gen AA hodc AG cbd
két qua xau hon dang ké & ngudi co kidu gen
GG duworc diéu tri bang buprenorphine vé&i nguy
co twong déi RR = 1,67, 95% CI: 1,06 - 2,1.
Nghién ctru cling chi ra rdng khong cé méi lién
hé nao dang k& dwoc phat hién & nam gidi.2
Luo va cOng sw (2017) nghién cu trén 257
ddi twong phu thudc nghién chéat dang thudc
phién trong d6 c6 89 dbi twong dwoc duy tri
methadone liéu thap, 168 dbi twong dwoc duy
tri methadone liéu cao, cho thdy SNP rs529520
c6 lién quan dén liéu didu tri, ngwdi mang kiéu
gen TG yéu cau liéu diéu tri cao hon.® Nhirng
didu trén co thé nhan thay gi¢i va ching toc
c6 méi twong quan dang k& dén phwong phap
diéu tri thay thé va két qua diéu tri, diéu nay
cling giai thich tai sao két qua nghién ctru cua
chung tdi c6 khac véi két qua nghién clru cla
mot s tac gid chau Au, chau Mi.

TCNCYH 156 (8) - 2022

33



TAP CHIi NGHIEN CPU Y HOC

V. KET LUAN

OPRD1 rs2234918 & nguwdi mang alen C,
kiéu gen TT c6 mdi twong quan cé y nghia véi
liéu diéu tri thay thé methadone & bénh nhan
nghién chét dang thudc phién & tinh Ninh Binh,
Viét Nam. Nghién ctru chwa ghi nhan dwoc méi
twong quan gitba da hinh nucleotid don rs581111
va rs529520 véi liéu diéu tri methadone.
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Summary

SINGLE NUCLEOTIDE POLYMORPHISM OF THE OPRD1 IN
TREATMENT IN OPIOID-DEPENDENT PATIENTS

This study is to describe the distribution of the OPRD1 gene at SNP rs2234918, SNP rs581111,
SNP rs529520 and evaluate its correlation with methadone dose in methadone maintenance therapy
at Ninh Binh province. We performed a cross-sectional descriptive study of 400 patients diagnosed
with dependence on opiate substances and receiving methadone maintenance treatment from March
2021 to May 2022. Single nucleotide polymorphism of the OPRD1 identified by PCR and sequencing
results in: SNP rs2234918: the proportion of allele Aand allele C are 69.38% and 30,62% respectively;
TT genotype (48.5%), CT genotype (41.75%), CC genotype (9,75%). SNP rs581111: the proportion
of allele G and allele A are 88,62% va 11,38% respectively; GG genotype (79.00%), AG genotype
(19.25%), AA genotype (1,75%). SNP rs529520: the proportion of allele C and allele A are 15,38% va
84,62% respectively; CC genotype (73.00%), AC genotype (23,25%), AA genotype (3,75%). Opioid-
dependent patients carrying allele C in SNP rs2234918 are more likely to use a high maintenance
dose of methadone (= 90 mg/day) than those without allele C with OR = 1.556 (95%CI: 1,049-2,309).
Opioid-dependent patients carrying TT genotype in SNP rs2234918 are less likely to use a high
maintenance dose of methadone (= 90 mg/day) than those without TT genotype with OR= 0,643
(95%Cl: 0,433-0,953). The identification of the genotype in the OPRD1 gene in opioid- dependent
patients in methadone maintenance treatment may facilitate individualization of treatment.

Keyword: Addiction to opiates, methadone maintenance treatment (MMT), individualization of
treatment, OPRD1 gene, OPRD1 gene, SNP rs2234918, SNP rs529520, SNP rs581111.
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