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TOM TAT

Nghién clru t8ng quan tai liéu dwoc thyc hién véi muc tiéu mo
ta d3c diém nghién ciru duoc Iy di truyén va dic diém duoc
déng hoc trén quan thé ngudi Viét Nam tir ndm 2000 dén ndm
2022. Nghién ctru d3 tién hanh xdy dung ct phap phu hop va
tién hanh tim kiém trén di¥ liéu pubmed. K&t qua lia chon cac
nghién ctru vé dugc ly di truyén va dugc dong hoc trén quan thé
nguoi Viét trong giai doan nghién clru vdi cac ban toan van
duoc viét bang ngdn ngilt tiéng Anh. Vé dic diém duoc dong
hoc, két qua cé 7 nghién ciru duwoc dua vao nghién cliru tdng
quan trén cac thudc nhu: vancomycin, imipenem, thuéc diéu tri
sot rét, thudc diéu tri lao. NONMEM la phuong phap phé bién
duoc ap dung dé mé phong théng s6 duoc dong hoc cac thube
trén ngudi Viét. Ngoai viéc mo ta dic diém duoc dong hoc cla
cac thudc nay trén quan thé ngudi Viét, cac tac gia cla nhitng
nghién cru nay con cha trong danh gid trén quan thé dic biét
nhu tré em, phu nit mang thai. V& dac diém di truyén hoc, két
qud thu duoc 10 nghién ctru trén cdc gen CYP2C9, CYP3A, HLA,
TPMT, TYMS-TSER, CYP2D6. Phuong phép PCR dugrc dp dung dé
gidi trinh ty gen cho phan I&n cic nghién ctru trén quan thé
nguoi Viét.

Tir khoa. duvoc ly di truyén, duoc déng hoc, ngudi Viét

A review of study in pharmacogenetics and
pharmacokinetics in Vietnamese population from 2000
to 2022

ABSTRACT. This literature review study was carried out
with the aims of describing pharmacogenetic and
pharmacokinetic characteristics in the Vietnamese population
from 2000 to 2022. The study has conducted to build the syntax
and search action process on pubmed. Results of
pharmacogenetic and pharmacokinetic studies in Vietnamese
populations with full text written in English. Regarding the
pharmacokinetic characteristics, the results of 7 studies were
included in the review of drugs such as vancomycin, imipenem,
anti-malarial drugs, anti-tuberculosis drugs. NONMEM was a
popular method applied to simulate the pharmacokinetic
parameters of drugs in Vietnamese people. In addition to
describing the pharmacokinetic characteristics of these drugs in
the Vietnamese population, the authors of these studies also
focused on evaluating special populations such as children

Ban quyén © 2023 Tap chi Khoa hoc sitc khoe
24


mailto:nttphuong@hpmu.edu.vn

Nguyén Thi Thu Phuong va cs.
DOI: https://doi.org/10.59070/jhs010123022

and pregnant women. In terms of
pharmacogenetics, the results were obtained
from 10 studies on CYP2C9, CYP3A, HLA,
TPMT, TYMS-TSER, CYP2D6 genes. PCR was

PAT VAN DE

Duoc ly di truyén va duoc dong hoc
ngay cang c6 tam quan trong déi voi nén 'y
hoc, chiam soc sic khoe cong dong, trong dd
dic biét quan trong véi muc tiéu phat trién
cac loai thudc méi va téi uu hoa trong diéu
tri. V& mat ban chat, cac nha khoa hoc, nha
lam sang ap dung nguyén ly dugc dong hoc
tac dong théng qua qua trinh hap thu, phan
b, chuyén hoa, thai trr trong co thé nguoi
dé t6i wu hoa diéu tri, ting kha nang dat nong
d6 diéu trj tai dich va ngin ngua kha nang
khang thudc. Dugc ly di truyén gop phan xac
dinh duoc cac ddu 4n sinh hoc mai, sang loc
cac tac nhan mai gay anh huang xéiu dén qué
trinh chan doan, diéu tri, ddng thoi lién két
cac yéu to diéu tri voi dic diém ca thé trén
ting bénh nhan nhim dwa ra cac phuong
phap diéu tri toi vu héa hidu qua, an toan cia
thudc véi muc tiéu cudi cung 1a mang lai rat
nhiéu loi ich cho céc nha lam sang, bénh
nhén va ca nganh céng nghiép dugc. Do vay,
dugc ly di truyén va duoc dong hoc la nhiing
giai phap can ban c6 thé nang cao hiéu qua,
giam thiéu rai ro trong qué trinh sir dung
thudc cua ngudi bénh va timg budc gop phan
cho su phét trién cua y hoc hién dai.

Véi thach thic va nhu cau vé céc loai
thuéc moi do su ra doi cua hang loat céc
bénh mai, sy dong gop cua dugc ly trong
viéc tim ra cac loai thudc tot hon va an toan
hon tr¢ nén quan trong hon ca. Trong qua
trinh phét trién thuéc méi va hoan thién ho
so hiéu qua - an toan cua cac thudc cii, mo
phong dic diém dugc dong hoc, duoc lrc
hoc cuia thudc 12 mot phuong phép khong thé
thiéu nham tiét kiém thoi gian, chi phi va
giam thiéu sai s6t cho cac thir nghiém 1am
sang. Pé tién hanh md phong PK/PD, mot
trong nhitng thanh phan khéng thé thiéu
chinh 13 mé hinh dugc dong hoc quan thé da
duoc xay dung va tham dinh tinh phd hop
trén dbi twong bénh nhan quan tdm. Do vay,
mot nghién ctru tong quan tai liéu cac nghién
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applied to sequence the genes for most of the
studies on the Vietnamese population.

Keywords: pharmacogenetics, pharmacokinetics,
Vietnamese

ctru duoc dong hoc cua céac thudc khdng chi
mang lai mét cai nhin toan dién vé tat ca cac
nghién ctru da duoc tién hanh ma day con 1a
co s& quan trong tién hanh danh gia va lya
chon cac nghién ctu phu hop phuc vu mo
phong PK/PD.

Bén canh dugc dong hoc, dugc luc
hoc, linh wvyc duoc ly di truyén
(pharmacogenomics) nghién cuu vé co ché
tuong tac gitra thubc va cac gen di truyén gay
ra tac dong trén hiéu qua va doc tinh cua
thudc. Trén thuc hanh 1am sang, duoc ly di
truyén tng dung k§y thuat giai trinh tu gen
gilip cung cap hudng dan diéu tri cu thé cho
tung cap tu’O’l’lg tac gen va thuéc. Cho dén
nay, ngay cang co nhiéu nghién cau duoc ly
di truyén cho rang hiéu qua tac dung cua
thudc con bi anh huong boi nhiéu bién thé
trong cung mot doan gen hoac chiu tac dong
boi cac bién thé ¢ nhiéu gen trong cing mot
bénh nhan. Trién vong cua dugc ly di truyén
1a rat 16n ,tuy nhién sé luong nghién cau vé
duoc ly di truyén & Viét Nam con rat han ché
va don 18. Viéc tim kiém thdng tin tong hop
vé nghién ctru duoc 1i di truyén ¢ Viét Nam
chua c6 nhiéu. Vi vay dé gop phan phét trién
viéc nghién ctru duoc Iy di truyén va duoc
dong hoc dé cung cap théng tin cho céc
nghién ctu vé dugc ly di truyén va duoc
dong hoc & Viét Nam sau nay, nghién ctu
“Téng quan nghién ciru duoc ly di truyén va
duge dong hoc trén quan thé nguoi Viét tur
nam 2000 dén nam 2022 dugc thyc hién voi
muc tiéu:

Muc tiéu 1: M6 ta dic diém nghién ctu duoc
ly di truyén trén quan thé nguoi Viét Nam.
Muc tiéu 2: M6 ta dic diém nghién ctu duoc
dong hoc trén quan thé nguoi Viét Nam.

POI TUQNG VA PHUONG PHAP

Cho muc tiéu 1

P6i twong nghién cieu: Nguodn dir
liéu: tién hanh tim kiém trong co s& Pubmed
bao gom cac dir liu cong bd tir nam 2000
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dén nam 2022 dé thu thap cac nghién ctu
pht hop
Tiéu chuan lya chon:

Nghién ciru duoc ly di truyén

Ngbn ngit: Tiéng Anh

Bai bao 6 san ban toan vin.
Tiéu chuan loai trix

Nghién cuu in vitro, in vivo, exvivo

Phuong phap nghién ciu (hinh 1):

Lya chon tir khéa, tim cac tir dong
nghia: St dung cac tr  khéa
“pharmacogenomics”, “Vietnamese” va tim
cac tir dong nghia, cac tir khéa sau do sé
duoc bo sung sau khi ra soat tiéu dé, ban tom
tat, doc ban toan vian cc nghién ctu

Thiét lap ca phap tim kiém: Cac tir
khoa dugc tim kiém trong tiéu dé va ban tom
tat [Title/Abstract] cua bai béo, cac tir dong
nghia dwoc ndi voi nhau bang toan tir OR,
cac nhom tir khoa dwoc ndi voi nhau bang
toan tir AND. CU phap cubi cung dugc dua
Ién 6 tim kiém ciia Pubmed. Chirc ning gidi
han ngdn ngir sau d6 duoc sir dung dé loai
trir nhitng bai bao khdng phai bang tiéng Anh

CGu phép tim kiém cudi cung:
(“pharmacogenemics”[ Title/Abstract] OR
“pharmacogenomics”[Title/Abstract]) AND
(“Vietnamese” [ Title/ Abstract] OR
“Vietnam”[Title/Abstract])

Cho muc tiéu 2

Poi twong nghién ciu: Nguon dir
liéu: tién hanh tim kiém trong co s& Pubmed
bao gém céc dir lieu cong bd tir nim 2000
dén nam 2022 dé thu thap cac nghién ctu
phu hop
Tiéu chuan lya chon:

Nghién ciru duge dong hoc

Ngbn ngit: Tiéng Anh

Bai b&o c6 san ban toan van.
Tiéu chuan loai trir

Nghién cuu in vitro, in vivo, exvivo

Phwong phap nghién ciru (hinh 1):

Lya chon tir khéa, tim céac tir dong

nghia: Su dung ca&c tor  khoa
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“pharmacokinetics”, “Vietnamese” va tim
cac tir ddng nghia, cac tir khoa sau do s&
duoc bo sung sau khi ra soat tiéu dé, ban tom
tit, doc ban toan vin cc nghién ctu

Thiét 1ap ct phép tim kiém: Cac tir
khéa duoc tim Kiém trong tiéu dé va ban tom
tat [Title/Abstract] cua bai béo, céc tir dong
nghia dugc ndi voi nhau bang toan tr OR,
cac nhom tir khoa dugc ndi véi nhau bing
toan tir AND. Cu phap cubi cung dugc dua
1&n 6 tim kiém cua Pubmed. Chirc ning gi6i
han ngon ngit sau do duoc st dung dé loai
trr nhirng bai bao khong phai bang tiéng Anh
Ca phap tim kiém cubi cung: (“population

pharmacokinetics”[ Title/ Abstract] OR
“population
pharmacokinetic”[Title/Abstract] OR

“pharmacokinetic analysis”[Title/Abstract]

OR “popPK” [Title/Abstract] OR “pop
PK”[Title/Abstract] OR  “compartmental
pharmacokinetic”  [Title/Abstract]  "non-

linear mixed effect model"[Title/Abstract]

OR "mixed effect"[Title/Abstract] OR
"NLME"[Title/Abstract] OR
"NONMEM"[Title/Abstract] OR
"monolix"[Title/Abstract] OR
"ADAPT"[Title/Abstract] OR
"WinNonMix"[Title/Abstract] OR

"Pharmacometrics" [Title/Abstract] OR "dosing
guidance"[Title/Abstract]) AND
(“Vietnamese™ [ Title/Abstract] OR “Vietnam”
[Title/Abstract]).

KET QUA

Véi muc tiéu 1

Két qua tim Kkiém tir co so dir lidu
Pubmed theo cu phap da xay dung bao gom
10 bai bao (muc tiéu 1) va 7 bai bdo (muc
tidu 2), tat ca cac nghién ctiru déu bang tiéng
Anh. Quéa trinh lya chon va loai trir cac
nghién ctru dugc tém tét tai Hinh 1.
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Ngudn tim kiém: co s6 Pubmed
Thoi gian cdng bo: ti 2000 dén 2022
Phurong phap tim kiem: Lya chon tir khoa

Muc tiéu 1; | | Muyc tiéu 2;
"pharmacogenemics”, "pharmacokinetics”,
“Vietnamese™ v cdc tir dong “Vietnamese™ va cde tir dong
nghia / nghia o
{ Cii phap tim kiem cuii cing: §
N (“pupulation pharmacokinetics” [ Title/ Abstract] OR “population
i Cii phiip tim kiém cubi eimg: | pharmacokinetic”[ Title/ Abstract] OR “pharmacokinetic analysis™| Title/Abstract] OR
(“pharmacogenemics” Title‘ Abstract] OR “popPK’[Title/ Abstract] OR “pop PK [ Title/Abstract] OR “compartmental
“pharmacogenomics” [ Titlef Abstract]) pharmacokinetic™[ Title/Abstract] "non-lincar mixed effect model [ Title/Abstract] OR
AND (“Vietnamese™ Title/Abstract] OR "mixed effect”[Title/Abstract] OR "NLME"[Tile/ Abstract] OR
“Vietnam[ Title'Abstract]) "NONMEM"[ Title/Abstract] OR "monolix"[Title/Abstract] OR
"ADAPT"[ Title/Abstract] OR "WinNonMix"[Title Abstract] OR
) ] ) | "Pharmacometries"[Tide/Abstract] OR "dosing guidance"[Title/Abstract]) AND
! | } o, ("Vietnamese” [ Title/Abstract] OR “Victnam[Title/Abstract]) /
Th duge 21 bl | | Thuduge 82 i o
] - R4 s0dt todn vin
Thu duge 10 bai ; Thu duge 7 bai béo |
' L u |
biio dwa vio phan - dua vao phan tich
‘ :
\

. tich cudi cing ) cudi cling
Hinh 1. Quy trinh lwa chon va loai trir nghién ciru muc tiéu 1 (bén trai) va muc tiéu 2
(bén phai)

S6 luong nghién ciu vé duoc ly di truyén ¢ Viét Nam van con khé it, tuy nhién sé nghién
ctru di ting dan theo ndm trén sau loai gen da duoc tién hanh nghién ciu bao gom CYP2C9,
CYP3A, HLA, TPMT, TYMS-TSER, CYP2D6 (Bang 1). Hau hét cac ky thuat giai trinh ty gen
dugc ap dung trong cac nghién ctru 1a phuong phap PCR va van dang chirng minh hiéu qua cua
né trong céc nghién cau vé duoc li di truyén. Bén canh d6 2 phuong phap méi lan dau dugc &p
dung trong nghién ctru duoc ly di truyén ¢ Viét Nam 1a phuong phap MALDI-TOF MS dé nghién
cau loai gen dot bién CYP3A PXR 8118C — T va CYP3A PXR 10719A — G, phuong phap
AS-PCR &p dung nghién ctru gen dot bién HLA-C * 03: 02 ciing duoc ap dung thanh cong. Cac
loai thudc da duoc ghi nhan 1a ¢ anh huong bai cac loai gen dot bién 1a Artemisinin (nhém thuée
diéu tri sot rét) , Carbamazepine (thudc diéu tri dong kinh), thubc nhém thiopurine, methotrexate (
thude diéu trj ung thw va dieu hoa mién dich), Allopurinol ( thude diéu tri GOUT), methimazole
va propylthiouracil (thuéc khang giap(ATDs)) va cac du hiéu 1am sang caa cac thudc trén néu
bénh nhan c6 dwong tinh véi gen nhu néu bénh nhan ‘mang gen HLA-B * 58:01 sur dung thube
Allopurinol hoic mang gen HLA-B*1502 sir dung thudc carbamazepin c6 thé xay ra phan ung cé
hai trén da nghiém trong (SCAR), hoic bénh nhan c6 thé c6 nguy co gia ting suy tay do
thiopurine gay ra do sy xuat hién caa hai ban sao gen TPMT bj thiéu va cac bénh nhan c6 mic do
hoat dong TPMT trung binh ciing s& ting nguy co bi tc ché tay & liéu tiéu chuan cua thudc
thiopurine. Su xuit hién cia da hinh gen VKORC1, CYP2C9*2 va CYP2C9*3 lam tang tinh
nhay cam véi warfarin/acenocoumarol cua ca thé do dé liéu ding thuée nay phu thude rat 16n vao
da hinh gen VKORC1 va CYP2C9.

Véi 7 nghién ctu cudi cing sang loc duoc, ¢& mau giira cac nghién ctu bién thién
trong khoang rong (24 dén 100 bénh nhan). Mot s nghién ciru thyuc hién trén dbi twong bénh
nhan nhi nén do tudi va can ning kha dao dong. Po thanh thai creatinin (Clcr) c6 su khéc biét
gitra c&c nghién ctru.

Ban quyén © 2023 Tap chi Khoa hoc sitc khoe
27



Nguyén Thi Thu Phuong va cs. Tap chi Khoa hoc strc khoe

DOI: https://doi.org/10.59070/jhs010123022 Tap 1, s61-2023
Muc tiéu 1 . . )
Bdng 1. Pac diém cac nghién ciu di truyen hoc giai doan 2000 den 2022
Gen Phuong )
STT Nam Tac gia C;“ nghién Dot bién phgp glal Thuéc Dau higu Ia[n sang gh
mau , : trinh tw nhan
ctiru
gen
1 2005 Lee Sang Seop, et al. 157 CYP2C9 CYP2C9*3 PCR
5 2012 Piedade Rita, et al. 75 CYP3A CYP3A PXR 8118C MALDI- Artemisinin TanAg nguy co tuong tac
—T TOF MS thuoc
3 2012 Piedade Rita, et al. 75 CYP3A CYP3APXR 107194 PCR Artemisinin Tan;g nguy co tuong tac
— G thuoc
- Carbamazepine
4 2015 NewyenVanDinhetal 63 HLA HLA-B*1502 PCR PIN® x4y ra phan tng di iing
5 2015 Hoang Vi ThuPhuong, etal 141  TPMT TPMT*3C PCR Cacthuoc sy tily ngng khi dugc
thiopurine diéu tri bang thiopurine
. N TYMS- TYMS-TSER Methotrexate ~ Giam hiéu qua diéu tri
6 2015 Hoang Vi Thu Phuong, et al 141 TSER *3R/*3R PCR bang thubdc
7 2018 Thao Mai Phuong, etal. 102 HLA HLA-B*38:02 PCR MMIvaPTU Mt bach cau hat do
dung thuoc khang giap
8 2018 VuNhung Phuong etal 100 Gxoe CYP2C9*3 PCR Warfarin ~ Chay mau
9 2019 Nguyen Ha Hai, et al. 136 CYP2D6 CYP2D6*10 PCR
10 2021 Van Son Chu, et al 50 HLA HLA-A* 02: 01/ AS-PCR Allopurinol Xay ra phan tng di ng
’ ' HLA-A* 24:02 :
HLA-A* 02 : 01 . , A .
11 2021 Van Son Chu, et al. 50 HLA | HLA-A* 29:01 PCR Allopurinol Xay ra phan tng di ng
12 2021 Van Son Chu, et al. 50 HLA HLA-B * 58:01 PCR Allopurinol Xay ra phan tng di ung
13 2021 Pham Tran Thu Ha, et al 810 HLA HLA-C*03:02  MOEOE Allopurinol Xy ra phan ting i ting

14 2021 Nguyen Van Dinh et al 122 HLA HLA-B * 58:01 PCR Allopurinol Xay ra phan tng di ung
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Vi muc tiéu 2

Bang 2. Pic diém quan thé bénh nhan trong cac nghién ciru duge dong hoc

. Co Thuéc S6 méu dinh Tuoi o Thanh thii
STT Tacgia chinh Niam x A : y Gidi (Yo nam)  Can nang (kg) creatinin
mau  nghién cau luwgng (nam)
(umol/l)
1 Thanh D Dinh 2022 24 Imipenem 139 57.5£19.9 35% 51.348.6 68.3+39.6
Navarat isoniazid, isoniazid - 663
. rifampin, rifampin - 667 3,0 (0,167 0 i
2  Panjasawatwong 2020 100 oyrazinamid, pyrazinamide - 674 - 15,0) 56% 10,9 (4,0 - 43)
ethambutol ~ ethambutol - 517
Sofia artemisinin,
3 . 2016 15  piperaquine 786 28,1+85 42% 59+9.3
Birgersson,
phosphate
bénh nhan A :
" A . bénh nhéan nhi:
. nhi: 9 (2-  bénh nhan nhi: - .
4 J'$ Sidhu 1998 54  artemisinin 140 12) ngudi  69,6% nguoi 20 (8-32) ngudi
o o I6n: 46,5 (34-
lon: 31 Ion: 61,3% 56)
(16-45)
5 Daniel 2006 12 piperaquine 50.5+1.9  25% 40.3+12.6 88.3+19.6
Roshammar 70 T T T
1060?;?9') 100mg - 16.0
150m ’ 100mg(n=14) -  (12.0 - 20.0)
. (2‘_38) 57% 150mg 150mg - 15.0
. . : ' ’ (n=5) - 40% (12.0 - 19.0)
6 Ivan D Vélez 2022 60  Tafenoquine igozm(g 200mg (1=22) - 200mg - 28.1
125 300m 64% 300mg (21.1 - 35.0)
g (109 (n=19)- 63%  300mg - 45.9
15) (35.5-62.3)
7 Dinh HVu 2019 55  Vancomycin 274 60.5+19.1
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Bang 3. Pic diém phwong phap xiy dung mé hinh dwoe ddng hoc quan thé

e Thuéc Pic diém quan Phan mém  C4c yéu té dy dodn I Bac thai .
STT ~ Tacgid chinh nghién caru thé bénh nhan phan tich dwa vao phéan tich S0 ngin trir Covariates
1 Thanh D Dinh Imipenem b&nh nhan nang MONOLIX  Cler 2 ngan bac 1 Cler
isoniazid, \ S o
Navarat rifampin, tré em nghi ngo Néng do dinh trong isoniazid, ethambutol

2  Panjasawatwong méac TBM (viém NONMEM (2 ngan) rifampin, bac 1 Cpeak

pyrazinamid s . huyét twong (Cpeak) ) 3
" ethambutol mang ndo do lao) pyrazinamide (1 ngan)
artemisinin, oA . A A
3  Sofia Birgersson, piperaquine ngudi bénh khoé NONMEM du;QC dong hoc quan 1 ngan bac 1
manh the. (CL)
phosphate
: mac sot rét do C .
4 J $ Sidhu artemisinin  falciparum khoéng NONMEM  one do aEtem|S|n|n 1 ngan, 2 ngan bac 1 can nang
bié . trong huyét thanh
ien chung
Daniel . . bénh nhan nam nong do dinh trong s .
5 Roshammar piperaquine | - manh NONMEM mau (Cpeak) 2 ngan bac 1 Cpeak
5 Ivan D Vélez Tafenoquin  bénh n_han bi sot rét NONMEM  AUC trung binh 2 ngin bac 1
e do P vivax
7 Dinh H Vu Vancomyci bénh nhan nang NONMEM  Clcr 2 ngan bac 1 Cler

n
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Yéu t6 duoc hau hét cac nghién ctu dwa vao phan tich bao gom cac dic diém vé nhan
khau hoc (tudi, gi6i), kich thudc co thé (BMI, can nang), tinh trang chirc nang than (Cler), muic do
ning caa bénh (Bang 3). Quan thé bénh nhan trong nghién ctru ciing khac nhau giira cac nghién
cttu. NONMEM 4 phan mém duoc str dung nhiéu nhét trong cac nghién ciu (6/7) va MONOLIX
(1 nghién ctu). Céc nghién ctru déu sir dung phuong phéap tham dinh noi dé danh gia mé hinh
sau khi xay dung, chu yéu thong qua do thi thé hién tinh khép gitra mé hinh véi dit liéu nong
d6 thubc theo thoi gian, thong qua md phong (VPC, NPDE). M6 hinh sir dung chu yéu 1a mé

hinh 2 ngan, thai trir bac 1.

BAN LUAN

S6 lwong nghién ctu vé dugc ly di
truyén trén quan thé ngudoi Viét con kha it.
Tan s6 cac gen giai ma dugc O ca su tuong
ddng va khac biét voi cac chang toc trén thé
giéi. Cu thé nhu sau: CYP2C9 c6 lién quan
dén qua trinh chuyén hoa cua mét loat céc
loai thudc 1am sang bao gom phenytoin,
amitryptiline,fluoxetine, S-warfarin,
tolbutamid,... va mot sé nghién ctru da cho
thiy rang dot bién CYP2C9*3 lam ting tac
dung cua glimepiride, tenoxicam va lam
giam chuyén hoa thubc flurbiprofen,
Lorsartan va do d6 da hinh di truyén cua
CYP2C9 da dugc nghién ctru ky ludng o cac
nhom dan toc khac nhau nhu nguoi da trang
va nguoi chau A. Tuy nhién nghién ctu cua
Lee Sang Seop va cong su mai la nghién ciru
dau tién vé da hinh di truyén caa CYP2C9
trong dan sé Viét Nam. Trong nghién ctru d6
da chi ra rang tan sé cia CYP2C9 *3 va
CYP2C9*2 twong tw nhu & ngudi chau A
nhung khic véi nguoi da trang. Vé TSER *
3R / 3R ¢ tré em Viét Nam c6 ty 1é cao hon
gap hai 1an so vai tré em da trang. Nhiing két
qua nay phu hop vai dir liéu tur tré em nguoi
Ha Lan va Indonesia c6 va khdng mac bénh
bach cau. Can Iuu y rang mot kiéu gen TSER
* 3R / 4R rat hiém duoc xac dinh trong mét
truong hop duy nhat tir loat bénh &n 1am sang
& Viét Nam (mot trong s6 141 tré) va co lién
quan dén két qua ngin han kém sau khi hoa
tri. Trong khi khong tim thiy & tré em da
tring, TPMT * 3C duoc phét hién & nguoi
Viét Nam (~10%) va nguoi Thai Lan (11%)
SO VGi cac bénh nhan chau A khéc (tac la
ngudi Trung Québc, Nhat Ban, An Do va
Malaysia) véi ty I& hién mic nam trong
khoang 0,8% dén3%.C6 nhiéu nhung
khong phai tat ca cac nghién caru déu bao cao
mbi lién quan cua cac bién thé di truyén
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trong cac gen da chon vai tac dong cua MTX
va nguy co tai phat. Nghién ciu cua
Vannaprasaht va cong su trén 139 bénh nhan
ngudi Thai Lan véi dot bién TMPT*3C da
cho thay tac dong cua MTX [3].Va Bién thé
TSER * 3R / 3Rva TPMT*3C trén nguoi
Viét Nam ciing cho thdy nguy co cao lién
quan dén khang thuéc.

Vé gen HLA, chung ta déu biét rang
su hién dién cua HLA-B * 58:01 c0 lién quan
chat ch& dén su xuat hién cua cac phan ung
c6 hai nghiém trong cua thuéc trén da cua
bénh nhan (SCARs) khi Allopurinol duoc st
dung dé diéu tri bénh git, dac biét cho nguoi
Da den va Chau A hon 1a ngudi da trang. Céc
nghién ctu trude ddy da phat hién ra rang tan
s6 ciia HLA-B * 58:01 & bénh nhan SCAR do
Allopurinol gay ra trong cac quan thé nguoi
Han, Pai Loan, Thai Lan, Han Qudc, Nhat
Ban va Viét Nam thay doi tir 90% dén 100%,
trong khi tan s6 cua alen HLA-B * 58:01 ¢
nguoi khée manh la 6-10%, tuy thudc vao
thanh phan dan toc [15,16,26,27,36]. Do do,
alen HLA-B * 58:01 da dugc chap thuan lam
dau 4n sinh hoc chan doan cho cac SCAR do
Allopurinol gay ra va viéc sang loc né duoc
khuyén nghi truge khi sir dung Allopurinol
dé diéu tri bénh gat. Tuy nhién, cho dén nay,
mdi quan hé gitta sy hién dién cua alen HLA-
B *58:01 va su xuat hién cuia MCAR van
chua duoc nghién cau ky ludng. Mot sd
nghién ciru truéc day trén cong dong nguoi
Han cho thay 100% bénh nhan dugc diéu tri
bang Allopurinol bi bénh git vd MCAR
mang alen HLA-B * 58:01. Tuy nhién trong
nghlen ctu cia Van Son Chu, thdy rang tan
s6 cia HLA-B *58:01 alen ¢ bénh nhan Viét
Nam MCAR do Allopurinol gay ra la
38,1%. Tan suat cta alen HLA-B*58:01 &
bénh nhan Viét Nam c6 MCAR do
Allopurinol gay ra khac nhau trong cac
nghién ciu khac nhau cé thé do sé luong
bénh nhan tham gia nghién ctu han ché hoic
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do su khac biét trong phan loai dbi tuong
glua hai nghién ctu. Nhitng két qua nay goi
Y rang cac nghién ctru sau hon can dugc tlen
hanh dé giai quyét mdi lién quan nay, véi s6
luong bénh nhan ngay cang tang va tap trung
vao cac nhém dan toc khac. Hon nita, mot s6
nghién ctu ciing cho thay rang bén canh alen
HLA-B * 58:01, mét sb alen khac, chang han
nhu HLA-A*33:03, HLA-A*24:02, HLA-
B*58:01, HLA-A*02:01 va HLA-
A *29:01, ciing xuit hién & bénh nhan gat
véi tan suat cao. Tuy nhién, tan s cua cac
alen nay ¢ bénh nhan MCAR do Allopurinol
gay ra so vai ¢ bénh nhan dung nap ALP la
khac nhau khong dang ké.

Quan trong hon, nghién cru cua Van
Son Chu da chung minh riang cac dang
haplotype kép bao gdm HLA-A *02: 01 /
HLA-A * 24:02 va HLA-A*02: 01 / HLA-
A*29:01, xuét hién ¢ bénh nhan MCAR do
AIIopurlnol gay ra voi tan suat cao hon dang
ké so véi tan sb6 & bénh nhan dung nap
Allopurinol. Biéu tha vi 1a su xuat hién cua
cac kiéu don boi kép nay khong phu thudc
Va0 su xuit hién caa alen HLA-B*58:01.

Vé gen CYP3A, sb luong nghién cau
vé dot bién gen CYP3A con kha han ché ,
mac di sy anh huong cua cac bién
thé PXR 8118C — T va 107194 — G va su
cam tng hoat dong cua CYP3A thong qua
artemisinin da dwgc ghi nhan, tuy van van
khong rd rang va can dugc nghién ciu thém.

Vé gen CYP2DS6, ty Ié phd bién cua
alen CYP2D6710 ¢ nguoi Kinh Viét Nam
phu hgp véi nhirng phat hién & cAc nhom dan
cu chau A khac. [4,5] Phan tich théng ké
ciing cho thay tan suat CYP2D6 *10 ¢ ngudi
Kinh Viét Nam cao hon dang ké so véi cac
khu vuc khac trén toan thé gidi ngoai trir cac
nuéc Chau A [2,5].Trong khi do6, alen
khong hoat dong CYP2D6*4 rét hiém trong
cac dbi twong nguoi Vit ciing nhu & cac
quan thé chau A khac. bay 1a sy khac biét
dang ké s0 Véi con sb quan sat dugc & Chau
Au, Chau My va Trung Dong,
noi CYP2D6*4 dugc b&o céo véi tan suit
cao. [1,5,9] Két qua nay phd hop véi cac
nghién ctu trude day, trong dé bao cao vé su
giam dan CYP2D6*4 tir cac nuéc Chau Au
sang Chau A.

Vi CYP2D6*10 duoc ching minh la
bién thé chinh gay giam chirc ning & ngudi
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Kinh Viét Nam, nén day 1a yéu tb chinh gay
giam hoat tinh enzym cua CYP2D6 trong
dan sé nay. Vi bang chung nay, cac bac si
tai Viét Nam can luu ¥ dén yéu té di truyen
co ban lién quan dén phan &ng véi thude, dic
biét 1a CYP2D6*10 trong qua trinh diéu tri
cho cac dbi tuong ngudi Viét Nam cé nén
tang di truyén. Nhirng c& nhan mang> 2 ban
sao cua alen binh thuong CYP2D6 (duoc
phan loai 1a chit chuyén hda cuc nhanh) s&
chuyén héa co chat CYP2D6 nhanh hon, dan
dén giam hiéu qua diéu tri bang thubc. Sy ma
hoa CYP2D6 céc alen chirc nang binh thuong
da duoc phat hién trén quan thé nguoi
Viét. Tuy nhién, anh hudng caa sy phién ma
va dich ma cua CYP2D6 ddi vai cac kiéu
hinh twong @wng & Viét Nam can duoc xem
xet trong cac nghién ctru trong tuong lai.

Chuing t6i tong hop duoc 7 nghién ciu
duoc dong hoc, ¢ mau dao dong giira cac
nghién cuu. Bénh nhan trong nghién cau co
do tuoi phan bé rong tir tré em dén nguoi gia.
Muc loc cau thén khéa dao dong va phu hop
véi nhém qUan thé bénh nhan nang. Yéu té
dugc hau hét cac nghién ctru dua vao phan
tich bao gom cac dic diém vé nhan khau hoc
(tudi, gisi), kich thuéc co thé (BMI, cén
nang), tinh trang chirc nang than (Clcr), muc
d6 nang cua bénh. Quan thé bénh nhan trong
nghién ctru cling khac nhau gitta cac nghién
cttu. NONMEM 14 phan mém duoc sir dung
nhiéu nhét trong cac nghién ctu (6/7) va
MONOLIX (1 nghién ctu). Cac nghién ctu
déu sir dung phuong phap tham dinh noi dé
danh gia moé hinh sau khi xay dyng, chi yéu
thong qua d6 thi thé hién tinh khop gitta mo
hinh voi dir liéu néng do thudc theo thoi
gian, théng qua mé phong (VPC, NPDE).
M0 hinh str dung chu yéu 1a mé hinh 2 ngin,
thai trir bac 1.

Vé dic diém duoc dong hoc mot sd
nhom thude. Boi voi thube diéu tri bénh st
rét, dbi twong bénh nhan dwgc dung thude dé
nghién ctru Dugc dong hoc trén quan thé
ngudi Viét Nam ¢ thude diéu tri Sét rét chu
yéu 1a nguoi duong tinh voi Sét rét o do tudi
truong thanh (tr 17-65 tudi), mot sé nhom
dbi twong 1a ngudi truong thanh khoe manh
cling duoc thir nghiém thudc. Voi mot loai
thudc nhung trong cac nghién ciru khac nhau
lai c6 ham lugng st dung da dang, va duong
dung da dang khac nhau dan dén cac dic tinh
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dugc dong hoc cling c6 su khac nhau. Véi su
két hop gira Dihydroatemisinin  va
Piperaquine trong nhiing gid dau tién
Dihydroatemisinin c6 hoat tinh cao va dugc
thai trir nhanh chong dong gop phan 16n hoat
tinh chdng sét rét cua thudc, nhung sau giai
doan nay thi piperaquine cang it hoat dong va
thai trir cham din dén kha niang khang thudc,
anh hudng dén hiéu qua cua thudc nhat 1a &
bénh nhan sét rét khdng sét [8,9]. Céc thong
s6 duoc dong hoc cua dihydroartemisinin va
piperaquine ciing bi anh huong dang ké ddi
v6i phu nit mang thai. DPbi twong diéu tri
bénh Lao chu yéu la tré em da duong tinh voi
Lao, ngoai ra con nhom bénh nhan dong
nhiém voi HIV. Cac dbi tugng khac nhau (
ngudi khoe manh, ngudi mic bénh, phu nit
c6 thai, tré em), do tudi khac nhau s& anh
huong nhét dinh dén cac dic tinh duoc dong
hoc. Mét nghién ciru vao niam 2020 cho thay
6 Viét Nam 4 loai thuéc Rifampicin,
Isoniazid, Pyrazynamide, Ethambutol thuong
dugc két hop vaoi nhau dé diéu tri bénh Lao,
day 1a 4 loai thudc chdng Lao hang dau &
Viét Nam. Két qua cho thay phai tang liéu
rifampicin, diéu nay s& lam giam nguy co
khuyét tat than kinh & tré, liéu ethambutol
duoc khuyén céo can phai tang liéu, d6i véi
isoniazid va pyrazinamid 1a du theo liéu
WHO khuyén céo. Nam 2014 ¢ Viét Nam,
Lan NTN, Thu NTN, et al [6], dua ra mdt
nghién ctru dau tién cho thay sy phi hop khi
dung thubc Rifabutin két hop voi liéu phap
retrovirus dua trén LPV / r, nén st dung
rifabutin & liéu hang ngay 1a phd hop theo
huéng dan caa WHO vé diéu tri bénh lao lién
quan dén HIV.

KET LUAN

Vé dic diém dugc dong hoc, két qua co 7
nghién ctu duoc dwa vao nghién cau tong
quan trén cac thudc nhu: vancomycin,
imipenem, thudc diéu tri st rét, thude diéu
tri lao. Ngoai viéc mé ta dic diém dugc dong
hoc cua céc thudc nay trén quan thé nguoi
Viét, céc tac gia cua nhirng nghién cau nay
con chl trong danh gia trén quan thé dic biét
nhu tré em, phu nir mang thai. NONMEM la
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phuong phap phd bién dugc ap dung dé mo
phong thong sb duge dong hoc cac thudc trén
ngudi Viét. Vé dic diém di truyén hoc, két
qua thu duoc 10 nghién cau trén cac gen
CYP2C9, CYP3A, HLA, TPMT, TYMS-
TSER, CYP2D6. Phuong phap PCR duoc ap
dung dé giai trinh tu gen cho phan lén cac
nghién ctru trén quan thé ngudi Viét.
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